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Sebulex Cream and Sebulex help 
control dandruff, remove excess oil, - 
and stop itching. Results are noticeable _ 
after the first shampoo. 


High regard by dermatologists for 
over 15 years attests to the efficacy of 
Sebulex...a "classic" therapy. 


Supplied: Sebulex Cream, 4 oz. tubes, E 
Sebulex 4 oz. and 8 oz. plastic bottles. 


Contains: SEBULYTIC * brand of soapless cleansers 
and wetting agents; sulfur 2%, salicylic acid 2%. 


A safe, effective, 
easy-to-use 
antiseborrheic shampoo 
...in two forms 


WESTWOOD PHARMACEUTICALS INC. 
i 4^ Buffalo, New York 14213 
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study, results, and conclusions. The abstract replaces the sum- 
mary. 
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racy and completeness of the references and for their correct text 
citation. Please note this journal’s punctuation and sequence style 
preference in previously published reference listings. 

O Refer to patients by number (or, in anecdotal reports, by fic- 
titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 

[1 All measurements are to be in metric units. 

O Letters to the Editor. The Editor will be pleased to receive cor- 
respondence which pertains to material published in the Ar- 
CHIVES. If intended for publication, such letters should be clearly 
marked "For Publication." 

O Use only those illustrations that clarify and augment the text. 
Submit illustrations in duplieate, unmounted and untrimmed. Do 
not send original artwork. Send high-contrast glossy prints (not 
photocopies). Figure number, name of senior author, and arrow 
indicating "top" should be typed on a gummed label and affixed to 
the back of each illustration. All lettering must be legible after re- 
duction to column size. Artwork submitted for publication may be 
relettered to achieve uniformity of lettering style throughout the 
journal. Magnifieation and stain used should be provided when 
pertinent. Illustrations should preferably be in a proportion of 
12.5 x 18 em (5 x 7 inches). Legends should be typed double- 
spaced, beginning on a separate sheet of paper. Length should be 
limited to a maximum of 40 words. 

O An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template letter- 
ing or preset type is preferred to hand-lettered labels. If halftone 
artwork with labels is submitted, affix type and leaders to a clear 
acetate overlay registered to the base drawing. Labels and leaders 
should be applied directly to the drawing board surface if the art- 
work consists only of line ink technique. 

© A letter of consent must accompany all photographs of patients 
in which a possibility of identification exists. It is not sufficient to 
cover the eyes to mask identity. 

O Illustrations in full color are accepted for publication if the edi- 
tors believe that color will add significantly to the published man- 
uscript. The ARCHIVES will pay part of the expense of reproduction 
and printing color illustrations, the remainder to be borne by the 
author or his sponsor. After deducting the ARCHIVES contribution, 
the author's share is $275.00 for up to six square finished illustra- 
tions that can be arranged on a one-page layout. Any additional il- 
lustrations or special effects will be billed to the author at cost. 
Positive color transparencies (35 mm preferred) must be sub- 
mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. If transparencies are mounted 
in frames or glass, the material should be carefully packed in 
gauze and sent with the manuscript in a separate container or be- 
tween two pieces of pressboard. 

O Each table should be typed double-spaced, including all head- 
ings, on a separate sheet of 22 x 28 em (8% x 11 inch) paper. Do 
not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

O Tables should be arranged so that when printed they will not be 
wider than three columns of ARCHIVES body type. Generally three, 
six, or nine typewritten columns of data (including stub, or left 
column) will fit into three columns. All tables must be numbered 
consecutively, beginning with 1, and each must have a heading. 
Example: "Table 6.—Results of Blood Coagulation Studies." 
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The originators of scrub cleansing 
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formulation with antibacterial action, 
superior emulsification © 
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easier to apply and use. Color and fragrance have maintenance therapy. Brasivol 2 BASE is recommended :: 
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panel to assure greater patient acceptance. | Shampoo for simple oily skin conditions. - 
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je li professional samples and let 
predio Polytar prove itself with your 
"i | patients. 
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est tor the care of dry; 
or premature aging *- 


or wrinkled skin... 
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SUPPLIED: 2 OZ. TUBES 
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WRITE FOR SAMPLES 
DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA M 
TRANS-CANADA DERMAPEUTICS LTD., MONTB&QL 23, QUEBEC 


PERSON & 
COVEY INC. 


GLENDALE, CALIF. 91201. | 


AT ORLA t dt eH VIR mee 


g 
: 
$ 


8 fluid ounces 


DHS* Shampoo is formulated specifically 
for the dermatologist's patients with 
conditions requiring daily or frequent 
shampooing. A balanced blend of 
cleansing agents and hair con- 
ditioners. Neutral pH — A su- 

perior shampoo for oily 

or normal hair and 

scalp. 

Supplied: 8 oz. 

plastic 


bottle. 


A 





XERAC® is formulated specifically for the 
dermatologist's acne patients. XERAC® 
provides drying keratolytic and anti- 
septic action in a unique lipid free 

base. XERAC? contains 4496 
isopropyl alcohol and 4% 
sulfur and is invisible 
when applied to the 

skin. 
Supplied: 1% 
oz. plastic 
tube. 
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"Doctor, with 
my delicate skin... 
what kind of soap 
should Iuse?” ae. 





4 Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
delicate skin. More doctors recommend 
Ivory than any other soap: 


Ivory may safely be 
used as an adjunct to treatment 


e 


of scabies, seborrhea and 


[t makes sense. immersionexperiments— impetigo. 
Ivory absence of many extra confirm that Ivory is one pe ee 
ingredients helps minimize of the mildest. least irritating , 
^ chances of irritation. soaps you can recommend. 
y Thirty-eight years And 89 years of 
. oflaboratory testing — safe consumer use support 
including patch tests and arm this clinical experience. 





is . "Summary of Procter & Gamble Market Research Study #69222, available on request to interested physicians 
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Now you have a choice: 
= Aquacare ? /HP Cream (10% urea) 
for use on localized, severe, dry skin 
conditions. 
= Aquacare/HP Lotion (10% urea) 
F when an economical, high potency 
urea preparation is needed for 
e all-over body use. 
nt j : 
9 = Both offer your patients a silky 
smooth, potent preparation for resistant 
cases of xerotic, scaly skin. 
= Increased emolliency and 10% 
sE urea combined with the proven 
25 Aquacare base yield an effective - 
> cosmetically acceptable adjunct 
for resistant cases of xerotic, 
$ scaly skin. . 
* 
' If you would like samples of 
X the Aquacare family to 
OE evaluate in your 
Ww (aporte ores : à ; 
. practice, simply check off 
the samples you desire, 
and we will send you a 
generous supply. 
-— "- LI — — — — M — — — — — — M —— — — — — — — — s— — se TERTRE * 
| G.S. Herbert Laboratories | i 
| 2525 Dupont Drive, Irvine, California 92664 d 
I GE F5 
| ldliketo evaluate: X 
- Aquacare/HP Lotion O Aquacare Lotion O ; d 
e | Aquacare/HP Cream O Aquacare Cream O L3 
f | NAMB LULA D e uec SRL NE 1 1 
ADDRESS : 
l CITY STATE ZIP EA 
PENRE EES EAEE A Cu E AOE SE e 4] 





G.S. Herbert Laboratories, dermatology division of Allergan Pharmaceuticals, Irvine, Caiff'Na 92664, U.S.A. 





; 


Soap-Free Skin Cleanser 


Rich-lathering Lowila provides care for tender skin. Recommended for dermatopathic and 
eczematous patients of all ages, including babies. Its low pH (4.5-5.5) helps protect the natural 


acidity of the skin and favors healing. See PDR. Supplied: 3?4 oz. bars. For free ready-to- 


frame poster size graphics of mother and child, write to: 


| WESTWOOD PHARMACEUTICALS INC., Dept. 22MLT, Buffalo, New York 14213. 
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- Barseb Thera: Spray 
[let you treat the scalp 


.. 0f the hair. 


BARSEB THERA- SPRAY 
the triple action topical 
spray that brings aerosol 
convenience to the treat- 
ment of seborrheic 
dermatitis. THERA = SPRAY 
is an easily applied medica- 
tion that your patients will be 
happy to use. And they'll 
appreciate the economy that 
THERA = SPRAY offers. 


THERA = SPRAY's unique 
applicator applies the 
medication to the area 

needing treatment—without 
disturbing the hair style. 
Cosmetically approved, 
THERA= SPRAY is clear, 
non-staining and odorless. 
Whether used in the office 

. or home, BARSEB 
THERA - SPRAY has proven 
effective and convenient for 
both the dermatologist and 
patient. 


E^ 
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Division of Barnes-Hind Pharmaceuticals, Inc. 


< BARNES-HIND LABORATORIES 
895 Kifer Road, Sunnyvale, California 94086 













CONTENTS: Each 120 g. bottle con- 


use if condition does not improve or 


tains: if sensitivity reactions occur. The anti- T 
Hydrocortisone alcohol ...... 360 mg. inflammatory action of hydrocortisone e 
Salicylic acid ............... 288 mg. may mask the presence of infection. | 
Benzalkonium chloride ........ 14 mg.  !f bacterial or fungal infection exists 
A er n aw EN Propylene glycol ............... 7g. Of supervenes, concomitant amti- | 
PO E i P aA. S Isopropyl myristate ............. 6g. microbial or antifungal therapy should 
Oar Sa (RES CA SY ai ney 2h 46g. be considered. When topical steroids B 
_ Dichlorotetrafluoroethane . are used on large areas of skirf for | 
Bi IPropellait) ........-. 60g. long periods of time, there is the pos- | 


















vo e NARNING: While topical steroids have 
S bn not been reported to have an adverse 

~ effect on pregnancy, the safety of their 
| has not been absolutely estab- 
>d. Therefore, they should not be 


sibility of systemic absorption. Should ' 


adrenal suppression, electrolyte im- 
balance, metabolic changes, or other 
symptoms of systemic absorption oc- 
cur, suitable counter measures should 
be taken. Precautions should bg taken 


^ fad extensively on pregnant patients wr i i i 
2 à: en hydrocortisone is used in the 
je amounts nor for long periods treatment of skin diseases associated 
with impaired circulation, such as : 1 

! NC ERE LEE, ; inhalation, ingestion or contact stasis dermatitis. 7 

$ sf ue jy ge) a A TONS: Tian sient discomfort CAUTION: U.S. Federal law prohibits 
duo IRR AUR F when. first applied to” an dispensing with prescription. 
A E med icalp. This normally disap- BARSEB®  THERA-SPRAY is also 
t ars ji restet use. Discontinue available in Canada. Ka ES par 
K ad 1 A Uns í if — . 








For the toughest 
seë Ip problems 
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Sebutone 


` therapeutic tar shampoo 


Sebutone provides 72-hour therapy for hard-to-control scalp seborrhea 

and psoriasis. It penetrates, helps remove matted crusts and excess oil, and 

. relieves itching. The unique Westwood® tar in Sebutone is both chemically 

and biologically standardized to assure uniform, effective therapeutic 

: activity. Sebutone is safe to use regularly for your patients toughest scalp 
problems. See PDR. In 4 fl. oz. bottles. 


Contains: WESTWOOD® TAR (equivalent to 0.5% Coal Tar USP) in SEBULYTIC* brand of 
soapless cleansers and wetting agents, KEROHYDRIC® emollient, sulfur 2%, and sali- 
. cylic acid 2%. , 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 


On the following pages 

the makers of LIDEX” present 

the second in a new series on topics 
of special.dermatologic interest. 


THE SYSTEM 


What should a topical steroid give you? 
Maximum steroid release for effective control 
of itch and inflammation. 


That's exactly why we've made LIDEX” a system. 
A unique steroid/base system. 


The LIDEX’ bases are specifically designed to 
keep the steroid 100% dissolved. So the steroid 


goes on the lesion totally ready for action. 


The LIDEX’ System. Effective therapy for all 


steroid responsive disorders. 


® 


0.05% 
(FLUOCINONIDE) 


MORE THAN A STEROID 
A STEROID/BASE SYSTEM 


See prescribing information on last page. 
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LIDEX «oou 


THE SYSTEM 









CORTICOSTEROID 
BIOAVAILABILITY 
ASSAYS 


AN ABSTRACT 


FROM THE INSTITUTE 

OF CLINICAL MEDICINE, 

SYNTEX RESEARCH, 

PALO ALTO. CALIFORNIA, U.S.A. 





The base in which a corticosteroid is 


incorporatec can either enhance the 
potency of tne steroid — or, conversely, 


can reduce potency — depending on 


an one steroid that is theoretically more 

potent than another be reduced in its 

effectiveness when blended into a base 

which looks good and feels good, but 

which has not been designed for*phys- 

iochemical compatibility? The point is 
important because most commercial considerations 
for acceptable bases have centered mainly on their 
stability and cosmetic elegance, not on their interac- 
tion with the steroid. 


In several assays and in a clinical trial, two steroids, 
fluocinonide and fluocinolone acetonide, were first 
tested for their relative potencies. Fluocinonide, in 
alcoholic vasoconstrictive assays, was demonstrated 
to be five times more potent than fluocinolone aceton- 
ide. The steroids were then incorporated into the same 
base, Test Base A. This is the commercially available 
base for fluocinolone acetonide, one which is appro- 
priately suited for it and which, by physiochemical 
theory, is ill-suited to fluocinonide. Concentrations for 
each steroid were 0.01%. 


The next assays were vasoconstriction, suppression 
of inflammation induced by croton oil and ultraviolet 
and an assay on chronic stable psoriatic patients. As 
had been expected, vasoconstrictive assay results 
(Figure 1) showed no significant superiority of one 
steroid over another without occlusion. The ultraviolet 
and croton oil assays also produced no statistically 
significant difference. In the Scholz-Dumas psoriasis 
assay, fluocinolone acetonide, reflecting its excellent 
activity under occlusion, completely cleared 14 of 15 
test sites in two weeks. In the same study, the theo- 
retically more potent fluocinonide in the physiochemi- 
cally unsuitable Test Base A, completely cleared only 
six of 10 areas. 

In the clinical trial that followed these assays, four 
dermatologists performed a double blind paired 
comparison of six symmetrical dermatoses: psoria- 
sis, atopic dermatitis, eczematous dermatitis, lichen 
planus, contact dermatitis and seborrheic dermatitis. 
Application was t.i.d. without occlusion. Figure 2 
shows a tie between the two preparations in terms of 
initial clinical response. 


physiochemical compatibility. This finding 
is of major significance, particularly in 
view of previously held concepts of the 
base simply as a stable, cosmetically 
acceptable vehicle for topical steroid 
administraticn. 


luocinonide in its own optimized FAPG* 
cream base, however, presents an en- 
tirely different picture: that of signifi- 
cantly improved steroid potency. Figure 
3 illustrates the percent of sites show- 
ing vasoconstriction after application 
of fluocinonide in FAPG® base for six hours. Effec- 
tiveness is superior to its performance in Test Base A 
even at a concentration of 0.005%, as well as 0.01% 
and 0.0596. In an actual disease state, the psoriasis 
assay, using occlusion, fluocinonide in FAPG* cream 
shows a potency of 1.85 if fluocinolone acetonide is 
rated as 1.00. Thus, both the vasoconstrictor and the 
psoriasis assays demonstrate that, in a base specif- 
ically designed to take advantage of its physiochem- 
istry, fluocinonide demonstrates significantly greater 


`“ 


potency than when formulated in a less than ideal 
base. 
r 

CONCLUSION: Though stability and cosmetic re- 
quir&ments are important, they should not be the only 
major considerations in formulating topical steroid 
bases. A steroid develops its full potency only in bases 
that are, in addition, physiochemically suited to it. To 
demonstrate this, two steroids, fluocinonide and fluo- 


FLUOCINOLONE 
ACETONIDE 0.01% 
IN TEST BASE A 


FLUOCINONIDE 0.01% 
IN TEST BASE A 


Figure 1 


Formulation vaso- 
constriction results of 
fluocinolone acetonide 
and fluocinonide in 
Test Ease A. 

Without occlusion, 


the two preparations o 
are equipotent, = 
demonstrating the E 
poor release 
of fluocinonide from 
this base. 
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Figure 2 


Clinical trial graph of 
fluocinonide and 
fluocinolone acetonide 

in Test Base A. 

With poor release of the 
more potent corticosteroid 
from this base, the best 

it can achieve is a tie 
against a corticosteroid of 
lesser inherent potency 
in a base from which 

it is efficiently released. 
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Figure 3 MU ^ 
l i IN FAPG BASE 
Percent of sites showing 005% 


vasoconstriction CONCENTRATION 70 
after application of 01% 

3 mg. of FAPG® cream CONCENTRATION , 
containing fluocinonide | 05% 

for six hours. Vaso- CONCENTRATION 
constriction readings at n 
8, 24, 32 and 48 hours. = 
Note that at the : 


0 


0.05% concentration, 

vasoconstriction results 

by open techniques are 30 
almost equal to results 

in the occluded sites. 20 


HOURS 0 8 
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cinolone acetonide, were both tested in a commer- 
cially available base. This test base ‘was optimally 
suited for fluocinolone acetonide and less than ideal 


for fluocinonide. The five times more potent fluocino- : 


nide was reduced to the potency of fluocinolone ace- 
tonide. In its own optimized FAPG® base, however, 
fluocinonide demonstrated significantly increased 
potency over that observed in a less than ideal base, 
even at small steroid concentrations. 


TOTAL SITES 
RESPONDING 
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FLUOCINOLONE 
ACETONIDE 0.01% 
IN TEST BASE A 
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FLUOCINONIDE 0.01% 
IN TEST BASE A 
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LIDEX (Scion) 


THE SYSTEM 


LIDEX..... 


(FLUOCINONIDE) 


MORE THAN A STEROID 
A STEROID / BASE SYSTEM 















LIDEX 


[fl!uocinonide] 
Cream 


0.05% 


FOR TOPICAL USE ONLY 









CAUTION: Federal law 
prohibits dispensing 
without prescription 





























LIDEX* 


[fluocinonide] 
Ointment 
0.05% 


FOR TOPICAL USE ONLY 





CAUTION: Federal! law 
prohibits dispensing 
without prescription 


15 g. and 


NA 60 g. tubes 


DESCRIPTION i 
LIDEX cream 0.05% and LIDEX ointment 0.05% contain 
the active compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, hagethe 
chemical formula 6a, 9a- difluoro-118, 16e, 17a, 21-tetrahy- 
droxypregna-1, 4-diene-3, 20-dione, cyclic 16, 17-acetal 
with acetone 21 -acetate. 

LIDEX cream contains fluocinonide in FAPG® cream, a 
specially formulated cream base consisting of stearyl alco- 
hol, polyethylene glycol 6000, propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle is 
greaseless, non-staining, anhydrous and completely water 
miscible. The base provides emollient and hydrophilic 
properties. In this formulation, the active ingredient is 
totally in solution. 


LIDEX ointment contains fluocinonide in a specially formu- 
lated ointment base consisting of Amerchol CAB, white 
petrolatum, propylene carbonate and propylene glycol. It 
provides the occlusive and emollient effects desirable in 
an ointment. In this formulation the active ingredient is 
totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment are effective be- 
cause of their anti-inflammatory, anti-pruritic and vasocon- 
strictor action. 


INDICATIONS 

LIDEX cream and ointment are intended for topical use, 
as adjunctive therapy for the relief of inflammatory mani- 
festations of acute and chronic corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia and vari- 
cella. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation. 


PRECAUTIONS 

If irritation develops, the cream or ointment should be dis- 
continued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal 
or antibacterial agent should be instituted. 


If a favorable response does not occur promptly, the corti- 
costeroid cream or ointment should be discontinued until 
the infection has been adequately controlled. 


If extensive areas are treated, the possibility exists of 
increased systemic absorption and suitable precautions 
should be taken. 


Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in 
pregnant females has not absolutely been established. 
Therefore, they should not be used extensively on pregnant 
patients, in large amounts or for prolonged periods of time. 
LIDEX® (fluocinonide) cream and ointment are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have been reported 
with topical corticosteroids: 


itching folliculitis acneform eruptions 
dryness burning sensations hypopigmentation 
striae skin atrophy secondary infection 


DOSAGE AND ADMINISTRATION 
A small amount should be gently massaged into the af- 
fected area three or four times daily, as needed. 


HOW SUPPLIED 
LIDEX 0.05% Cream — 15 g. and 60 g. tubes 
LIDEX 0.05% Ointment — 15 g. and 60 g. tubes 
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SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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\ E . . Effective topical steroid 


ay ARISTOCORT A provides triamcinolone acetonide—the fluorinated 
steroid known for potent anti-inflammatory action. 
Paraben-free to guard against potential hypersensitivity 


So pleasant to use, 
it feels like her most 
elegant cosmetic cream. 


P ARISTOCORT A in the light-textured AQUATAIN " base is smooth to 
the touch...leaves medicated areas feeling supple and smooth. 
Because of its greater ‘slip,’ itis easy to spread; gentle to highly 
irritated lesions. 
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PERIERUNT EET END: Se | 4 
À CONVENTIONAL ARISTOCORT A 
VANISHING CREAM BASE WITH AQUATAIN 
Just beginning to form white, Totally disappeared into the 


soapy phase skin—no "pilling" or soapiness 


ARISTOCORTA TOPICALS 


DESCRIPTION: 0.1% or 0.5% Topical Cream with AQUATAIN™ 
base: 

Each gram of ARISTOCORT A contains 1 mg. (0.1%) or 5 mg 
(0.5%) of the highly active steroid, Triamcinolone Acetonide (a 
derivative of triamcinolone) in AQUATAIN, a specially formulated 
base composed of ethoxylated stearyl alcohol, isopropyl! palmi- 
tate, glycerin USP, sorbitol solution USP, lactic acid, 2% benzyl 
alcohol and purified water 

AQUATAIN is a specially formulated base which provides a pro- 
tective lubricant plus two moisturizing agents to effectively re- 
tain available moisture. The base is non-staining, water- 
washable, paraben-free, spermaceti-free and has a light texture 
and consistency 

Indications: For the treatment of steroid-responsive dermatoses. 
Contraindications: Viral skin diseases, such as varicella and vac- 
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cinia; hypersensitivitytoany component (not for ophthalmic use); 
when circulation is markedly impaired. 

Warnings: Safety of use in pregnancy has not been absolutely 
established. Do not use extensively, in large amounts, or for pro- 
longed periods of time in pregnant patients. 

Precautions: If irritation develops, discontinue use and institute 
appropriate therapy. In infections, use appropriate antifungal or 
antibacterial agents; if a favorable response does not occur 
promptly, discontinue the corticosteroid until the infection IS 
adequately controlled. If extensive areas are treated or the 
occlusive technique is used, increased systemic absorption of 
the corticosteroid may occur; take suitable precautions. 
Adverse Reactions:(local) Burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae.. 
hypertrichosis, acneform eruption and hypopigmentation. 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Pear! River, New York 10965 








Initial therapy 
This initial prescription for 
the most rapid and " 
dramatic improvement. 
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Follow-up therapy 
This follow-up prescription 
for maintenance medication. 
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-for Intensive acne therapy! | 


a 


L. In vitro, microbiological evaluations confirm that 


VANOXIDE-HC and VANOXIDE are 70% to 
300% more effective against C. acnes than lotions 
containing only Benzoyl Peroxide . 





[ 
2. In vivo, VANOXIDE-HC and VANOXIDE actually 


penetrate the comedones and greatly reduce C. acnes 
concentrations within the pilosebaceous structures. 
For example, 45,000,000 C. acnes reduced to 600,000 
within two weeks!. | 





3. VANOXIDE-HC and VANOXIDE rapidly and mn * | 


dramatically suppress C. acnes flora in surface sebum 
with a typical reduction from over 10,000,000 to 
less than 100 within two weeks. 





4. VANOXIDE-HC and VANOXIDE significantly —— 


decrease the quantity of surface sebum and reduce 
the free fatty acid to fatty esters ratio in sebum’. 





29. VANOXIDE-HC and VANOXIDE increase the 


thickness of the stratum corneum yielding a very 


desirable "drying" effect which is quite gratifying, — — 


and assures essential patient cooperation’. 


References: 


IM. Rakieten, M.D., PhD., South Shore Bacteriological Research 
Lab., Islip, N.Y. i 

2Unpublished Data. Personal Communications on File at 
Dermik Laboratories, Inc. 


Syosset, N. Y, 11791 


WHERE RESEARCH AND ECONOMY COME FIRST! 


t CAUTION — U.S. Federal law prohibits dispensing without prescription. COMPOSITION (As Dispensed) Hydrocortisone Alcohol—0.5% W/V, Benzoyl Peroxide— 
5.006 W/V, 5-Chloro-8-Hy droxyquinoline—0. 25% W/V CONTRAINDICATIONS- Topical hydrocortisone preparations should not be used in the presence of tuber- 
culosis of the skin, viral infection, herpes simplex, vaccinia or varicella, including herpes simplex of the eye and adjacent skin and dendritic keratitis. 
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Fostril can help them all. 


Fostril gently treats all types o! 


acne regardless of the complex- 
ion, from the most delicate to the 
most rugged. Periodic application 
loosens comedones, dries excess 
oil, and gently peels the skin. It 
blends into the skin as it works. 
Almost evervbody gets acne.... 


Almost everybody can use Fostril. 


Supplied: 1 oz. plastic tubes. 
See PDR. 


Fostril drying lotion for your acne patients. 


Westwood Pharmaceuticals Inc., Buffalo, New York 14213 
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Editorial 





Acknowledgment of Research Support 


Arch Dermatol/Vol 10Q Jan 1974 


hile perusing a recent issue 

of the ARCHIVES, I was struck 
by the relatively few instances of re- 
search support credit. Upon further 
examination, I noted that the report- 
ing rate for original contributions in 
the April through July issues was 
about 60%, whereas nearly three of 
four articles in volume 104 (1971) ac- 
knowledged outside support. To be 
sure, the lower current acknowledg- 
ment ratio may reflect increased dif- 
ficulty in obtaining federal and pri- 
vate funding. However, some current 
reports describe investigations of 
such breadth as to suggest that out- 
side resources may have been used. 
Obviously, authors should not violate 
the confidence of benefactors who 
wish to remain anonymous. However, 
it behooves all of us to be especially 
watchful that opportunities for ap- 
propriate acknowledgment are not 
overlooked. 

One important source of educa- 
tional and research support has re- 
ceived little public credit. Dr. Robert 
R. Kierland, chief editor of the AR- 
CHIVES, pointed out that the Derma- 
tology Foundation has awarded over 
half a million dollars during its few 
years of existence, yet it is rarely 
mentioned in published reports (writ- 


ten communication, June 1973). This 
scantiness of support credit is not en- 
tirely the fault of the grant recipi- 
ents, since many of the awards were 
made to new dermatology groups to 
help them establish or upgrade their 
academic teaching programs. Such ac- 
tivities rarely generate publishable 
information; indeed, even research 
projects can fail to provide such data. 
Perhaps the best way for past and 
present grant recipients to express 
their appreciation would be to submit 
terminal or annual reports and ab- 
stracts to the foundation, outlining — - "i 
goals attained that would not have | 
been possible without the "seed su 
money" support. Research grant — a | 
awardees could stress that data ob- e 
tained with foundation funding led to 









of, additional support from eg ee 
agencies. The editorial staff of the — "he £, 
ARCHIVES might consider instituting — A 

a "Dermatology Foundation Grants" 
ied to publish the abstracts. This — 
would allow us to publicly express our - 
gratitude for the invaluable role the __ 
foundation plays in breathing new 
life into dermatologic educational and 


TEC 


Lon» 


research programs. z 
JOHN A. JOHNSON, PHD ' 
Omaha 
Editorial 31 
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-Special Review 


Many individuals claim that insect re- 
pellents offer them little protection. This 
article explains tne factors that lead alter- 
natively either to longer or to shorter pro- 
tection times. In most instances, those 
factors leading to shorter protection times 
can be overcome by more generous and 
frequent applications of commercially 
available repellents. 


MS anthropocentric attitudes 
and his desire for survival 
make him willing to destroy any 
other life forms that may threaten 
his physical or economic well-being. 
Insects compete fiercely with man in 
the struggle for survival. In recent 
decades, man's thinking and tech- 
nology have been directed toward ex- 
termination rather than containment 
of harmful insects. His weapons have 
been insecticides, used extensively 
and sometimes unadvisedly. A great 
number of the target species died, but 
some survived and multiplied by vir- 
tue of resistant genes. Man's in- 
genuity has been no match for the in- 
sect's ability to breed rapidly and 
to replace lost numbers. Alternate 
methods are needed to contain in- 


Accepted for publication Sept 4, 1973. 

From the Department of Dermatology, Uni- 
versity of California School of Medicine, San 
Francisco. Colonel Akers is also affiliated with 
Letterman Army Institute for Research, Pre- 
sidio of San Francisco. 

Reprint requests to the Department of Derma- 
tology, University of California Medical Center, 
San Francisco 94143 (Dr. Maibach). 


32 Arch Dermatol/Vol 109, Jan 1974 


Use of Insect Repellents 


for Maximum Efficacy 


Howard I. Maibach, MD; Abdul A. Khan, PhD; 
COL William Akers, MC, USA, San Francisco 


sects, and the insect repellent is one 
of such methods. 

Several insect repellents are used 
against disease-carrying insects, such 
as mosquitoes and ticks, but there is 
no effective repellent for use against 
agricultural pests. Diethyltoluamide 
(deet) is the insect repellent most 
commonly used today. Ethyl hexane 
diol and dimethyl phthalate are also 
effective. Unfortunately, none of 
these repellents last for more than a 
few hours and all require repeated 
applications. In warm and humid cli- 
mates, one application of deet can 
protect for two hours at best.' The ef- 
fectiveness of a repellent varies with 
the ambient temperature and humid- 
ity, the intrinsic repellency of the 
compound, and the moistness (sweat- 
ing) or dryness of the skin. This re- 
port summarizes some of the factors 
involved in loss of effectiveness of re- 
pellents. Knowledge of these factors 
makes it possible to more effectively 
utilize these materials. This informa- 
tion may be valuable to the person 
who claims that he gets little or no 
protection from repellents. 

Ambient Temperature.—Khan et al 
studied the effect of temperature on 
protection time with deet and other 
repellents with temperatures ranging 
from 26 to 50 C. A statistically signif- 
icant (P<.01) negative correlation 
(r = —.9552) was found between pro- 
tection times and temperatures. Five 
other repellents, ethyl hexanediol, 
dimethyl phthalate, butyl 3,4-dihydro- 


2,2-dimethyl 4-oxo-2H-pyran-6-car- 
boxylate (Indalone), and hexameth- 
yleneimine butane sulfonamide were 
tested for protection time at 40 C, 
and the results were compared with 
their respective protection times at 
room temperature (26 C). A statisti- 
cally significant (P<.01) positive cor- 
relation (r= +.9821) was found be- 
tween the data obtained at the two 
temperatures. Using the ratio of the 
protection time at 40 C, at 26 C (as 
an index of heat resistance) hexa- 
methyleneimine butane sulfonamide 
withstands heat the most and ethyl 
hexanediol the least, indicating that 
temperature plays an important role 
in the effectiveness of a repellent. All 
other factors being equal, at room 
temperature (26 C) many more hours 
of protection time can be expected 
than at temperatures above 26 C. 
Thus, at warmer temperatures it is 
necessary to reapply repellents more 
frequently. 

Wind Velocity.—Khan et al* deter- 
mined that wind velocity plays a 
marked role in the protection time of 
mosquito repellents. At room tem- 
perature (26 C) with normal room air 
currents, deet protected for 201 min- 
utes when applied at 0.16 mg/sq cm 
on the skin surface. The same amount 
of deet at the same temperature, but 
under an air flow of 192 meters/min, 
protected for 73 minutes—a 66% re- 
duction in protection time. Thus, 
when repellents are used in high wind 
velocities, the frequency of appli- 
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Compound 


Trans-4-phenyl-3-buten-2- 
one-phenacyl acetate 


Phenacyl acetate 
Piperonal 
4-chloropropiophenone 
Decanophenone 
N- (2-hydroxyethyl) -2- 
phenoxy-acetamide 
2-0xo-5-ethyl rhodanine 
2-oxy-5-propyl rhodanine 






Table 1.—Intrinsic Repellency of Several Compounds Tested 
in a Dual Port Olfactometer Compared 
With Their Respective Protection Times on Skin 


Intrinsic Repellency 
(Mean No. of Mosquitoes 
on Sample Side, 
0.5 cm Diameter Well) 


6.6 (4) * 15, 60 
10.0 (2) 120, 60, 60, 60 

4.5 (8) 60 

4.6 (6) 15, 15 

11.8 (3) 15, 15 

8.9 (4) 15, 15 

9.4 (4) 15, 60, 60, 150 

8.4 (4) 60, 60, 180, 150, 60 


5-n-hexyl-rhodanine 10.9 (4) 60 
3-nitro-2, 6-butidine 3.5 (4) 15 

















Protection Time 
on Skin (Minutes) 

















* Figures in parentheses are numbers of replicates. 


Table 2.—Protection Time of Seven Repellents Applied 
on the Same Subject With Corresponding MEDs 


Compound 
Deet 


Protection 
Time + SE* 
4.2 — 0.3 


MED + SEt 
0.016 = .003 


Triethylene glycol monohexyl ether 6.5 = 0.7 0.032 = .004 


Hexamethylene butane sulfonamide 
Dimethyl phthalate 

Ethyl hexanediol 

Indalone 

1,1-carboxyl-bis- (hexamethyleneimine) 





0.016 = .006 
0.064 + .028 
0.064 = .012 


10.0 = 1.1 
1.3 — 0.4 
1.8 —- 0.5 


0.032 = .006 


* Protection time in hours; applications at 0.16 mg/sq cm. 


f MEDs in milligrams per square centimeter. 


cation must be increased. 

A rough estimate of application 
frequency, depending on ambient 
temperature and wind velocity, fol- 
lows. At 26 C (approximate room tem- 
perature) with normal application of 
deet (about ca 8 mg/sq cm), a protec- 
tion time of 10 to 12 hours can be ex- 
pected indoors (minimal air circula- 
tion). Outdoors, with a 7-mph wind, a 
new application may be needed in 
three to four hours. At the same wind 
velocity, but with a temperature of 35 
C, it may be necessary to repeat the 
application every 1% to 2 hours. 

Mode of Repellent Action: Need to 
Apply Repellent to All Exposed Skin.— 
The mode of action of repellent chem- 
icals is not clearly understood. How- 
ever, we know it involves effects on 
the insect's olfactory and taste per- 
ception, ie, a stimulus, receptor sites, 
and sensory perception. Insects per- 
ceive olfactory stimuli mainly with 
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antennae and  gustatory stimuli 
mainly with their tarsi. However, 
most repellents are irritant chemicals 
and sensitivity of insects to chemical 
irritants has long been known. In 
mosquitoes, although olfactory sensil- 
la play an important role, the role of 
common chemical sense in perceiving 
irritant stimuli from repellent chem- 
icals also may be important.‘ Repel- 
lents have not been found to mask the 
attractive stimuli emanating from 
skin. Mosquitoes are attracted to the 
skin even when it is coated with re- 
pellent. They do, however, turn away 
on coming close to the skin, suggest- 
ing that repellent molecules in 
greater concentration tend to form a 
barrier against further penetration. 
This barrier extends to less than 4 em 
away from the skin when repellents 
are freshly applied? The extent of 
this barrier depends on the volatility 
of the repellent. Compounds with a 





high boiling point and, consequently, 
lower volatility will be effective at 


shorter distances than those with ' 


high volatility. The volatility of a 


compound is an important factor in’: 
its effectiveness of protection. High 


volatility will dissipate the repellent 
rapidly, leading to decreased protec- 
tion. Low volatility repellents, on 
the other hand, may not yield enough 
molecules to create a barrier to mos- 
quito penetration. If such a compound 
acts as an irritant to tarsal receptors, 
mosquitoes may land and then leave 
without feeding. Such repellents are 
more gustatory than olfactory in 
character, and though useful from an 
epidemiological viewpoint, they 
would not be effective in decreasing 
insect pest. The most effective repel- 
lents fall into the boiling point range 
of 100 to 300 C. 

The central importance of repellent 
volatility cannot be overemphasized. 
The effective barrier of only a few 
centimeters means that if one applies 
the repellent to his nose, his cheeks 
will not be protected. It is critical that 
all exposed areas receive a coating of 
repellent. Nontreated areas only a 
few centimeters away may be bitten. 

Intrinsic Repellency and Protection 
Time.—Different repellents give dif- 
ferent protection times against the 
same mosquito. Beside the boiling 
point factor of the compound, which 
affects its evaporation from the skin, 
the compound’s intrinsic repellency 
also determines its effectiveness. A 
compound with high intrinsic repel- 


leney should repel with fewer mole- — 


cules as compared with one with low 
intrinsic repellency. Therefore, using — 
the same amount of applied repellent, — 
a compound with high intrinsic re- - 


pelleney should last longer than one - 


with low intrinsic repellency, pro- 






os 


vided the loss of each from the skin i is m 


similar. We tested several dozen com- - ak 


pounds in vitro for intrinsic repel- 
lency in a dual-port olfactometer 


(modified from a device of Willis)5 


This olfactometer consisted of two air 
streams identical in temperature (34 
C), humidity index (60%), and flow 
rate (2 liters/minute); they were dif- 
ferent in that one air stream con- 
tained the test compound vapor and 
the other was used as a control. A 
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.cage of 20 female Aedes aegypti (L.) 
; mosquitoes were exposed to these air 
streams and their distribution on 
each side recorded. The number of 


" mosquitoes on the sample side de- 


pended on the intrinsic repellency of 
the compound. Compounds were also 
tested in equimolar concentrations 
using a small well in a round-bot- 
tomed flask. Since the compounds had 
similar boiling points, the same sur- 
face area exposed presumably gave 
the same vapor concentration. Table 1 
gives data on intrinsic repellency and 
protection time. No significant corre- 
lation was found between the in vitro 
intrinsic repellency and the in vivo 
protection time. In the development 
of new repellents, investigators have 
to consider carefully the differences 
between the in vitro and in vivo ac- 
tivity of compounds. 

Minimum Effective Dose and Protec- 
tion Time.—Smith et al’ refer to the 
minimum amount of repellent neces- 
sary to inhibit mosquito biting as the 
"minimum effective dose" (MED). 
They determined the MED for di- 
methyl phthalate, deet, and ethyl 
hexanediol applied at various doses on 
five human subjects. The MED for di- 
methyl phthalate was the highest (8 
to 8.15 mg/sq in); deet's was the low- 
est (0.36 to 0.50 mg/sq in), with ethyl 
hexanediol's MED at a median posi- 
tion (0.57 to 1.80 mg/sq in). The fig- 
ures for dimethyl phthalate appear 
high, and there may have been a 
printing error in reporting; 0.8 mg/sq 
in seems to be a more realistic result. 
We also determined the MED for 
seven mosquito repellents and found 
no correlation between the MED and 
protection time (Table 2). The lack of 
correlation was due to several factors: 
repellents tend to evaporate at differ- 
ent rates, bind with the skin differ- 
ently, and penetrate through the skin 
at different rates. 

' The basic value in considering the 
MED in the utilization of repellents is 
that it is the fundamental guideline 
for all calculations. For instance, if 
one does not have 0.1 mg/sq cm of 
deet on the skin, protection will be 
absent or incomplete. All the other 
factors described here decrease the 
amount that is on the skin and this 
decrease must be compensated for. 
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Hopefully, newer repellents will have 
greater "in vivo intrinsic repellency" 
(this expression is similar to the term 
"potency" as used in pharmacologic 
practice). 

Until more potent repellents are 
available, the user may compensate 
by applying greater quantities of re- 
pellent per centimeter of exposed 
skin. This practice requires consid- 
erable education and instruction, as 
many users dab repellents on as if 
they were expensive perfumes. Such 
usage is quite different from applying 
a milligram per square centimeter of 
the active agent. 

Variable Protection Time Among In- 
dividuals.—The same insect repellent 
applied at the same dose per unit area 
under identical ambient conditions 
will give a different protection time 
on different individuals. The same 
variability occurs in experimental an- 
imals. Smith et al’ found more 
variation in protection time among 
guinea pigs than among human sub- 
jects, and the loss of repellent by 
both evaporation and absorption was 
higher on guinea pigs. The protection 
time of dimethyl phthalate applied on 
six human subjects at 8 mg/sq cm 
varied from 52 minutes on one subject 
to 200 minutes on another. Under uni- 
form temperature, humidity, and air 
circulation conditions, evaporation 
rates cannot be assumed to be about 
the same on different subjects; ab- 
sorption rates are variable and may 
possibly account for differences in 
protection time from a repellent. As a 
practical point, it is necessary to re- 
mind persons who claim they do not 
get protection from a repellent that 
they may obtain such protection by 
more generous and more frequent ap- 
plications. 

Loss From Abrasion (Rubbing).— 
Abrasion is the single greatest cause 
of repellent loss. To decrease abra- 
sion, it is important that repellents be 
applied in vehicles that help resist 
abrasion. Christophers* and, later, 
Smith, Kline, and French Labora- 
tories (1951-1953) tried several formu- 
lations to improve abrasion resistance 
without success. Abrasion occurs both 
with clothing (especially at the collar 
and sleeves) and from frictional con- 
tact with other objects. When exercis- 


A 


ing, a man's Sulla or sleeve may 
rub against his skin she ip 
times in a very brief period. For this 
reason, exercise will necessitate fre- 
quent application to compensate for 
loss due to abrasion and sweating. 

Loss From Water Washoff.—Mos- 
quito repellents are easily washed off 
with water. Unless used with vehicles 
that resist washing, repellents lose 
their effect almost instantly when ex- 
posed to water. To date, there are no 
cosmetically acceptable vehicles avail- 
able that resist water washing when 
used with repellent. Improving the 
water washability of repellents is of 
importance in areas like the rain 
forests of Central Africa, Central 
America, and Southeast Asia, where 
mosquitoes are a great problem. De- 
creasing a repellent’s tendency to 
wash off can also benefit those of us in 
the United States who enjoy stream 
fishing and other sports involving the 
frequent immersion of repellent- 
coated skin in water. 

Effect of Sweating on Protection 
Time.—Sweating increases the attrac- 
tiveness of human subjects to mos- 
quitoes Under warm and humid 
conditions, repellents give lower pro- 
tection against mosquito bites. This is 
to be expected, since higher ambient 
temperatures enhance loss of repel- 
lent from the skin; whether or not in- 
creased attractiveness due to sweat- 
ing plays an important role in loss of 
repellency is not known. If sweating 
is profuse, some repellent may be lost 
by dilution and washoff. Under less 
intense sweating conditions, this loss 
may be minimal. However, we found 
that when repellents were applied 
and sweating was induced by exer- 
cise, protection time decreased with 
the use of deet, dimethyl phthalate, 
and ethyl hexanediol, but increased 
with Indalone (W. Akers, MD and T. 
Spencer, PhD, unpublished data). 
Loss of repellent from sweating can 
occur due to any one or all of the fol- 
lowing reasons, depending on the de- 
gree of sweating: (1), dilution and ul- 
timate washoff; (2), speedy removal 
from the skin due to abrasion; (3), 
faster penetration through the skin; 
and (4), rapid excretion from the skin 
due to increased skin metabolism. 

Commercially Available Repellents.— 
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In recommending a 
brar e active agent and its deliv- 
erable concentration must be consid- 
ered. Fortunately, most package la- 
bels list not only the active agent but 
also its concentration. All other fac- 
tors being equal, the more active 
agent present, the less volume per 
square centimeter is required. The 
most concentrated formulations in 
wide use in the United States are the 
formulations used in the military that 
contain 75% deet. 

Loss From Percutaneous Pene- 
tration.—In addition to loss of the re- 
pellent by evaporation, water wash- 
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off, and abrasion, another possible 
source of loss is percutaneous pene- 
tration. The only data available on re- 
pellents are on the use of deet. When 
deet was applied to the forearm at 4 
mg/sq em, the approximate percent- 
age of the applied dose in the urine 
could be accounted for in five days.'? 
The maximum rate of absorption was 
in the 0- to 12-hour time period, which 
was 0.7% of the applied dose per hour. 
This is a high rate of penetration 
when compared to most other organic 
compounds for which data are avail- 
able.^ When one realizes that the 
deet is rapidly evaporating from the 
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skin, the manner of repellent loss 


would appear to be a race between . 


evaporation and absorption. At the 


moment, we have no practical means | 


of decreasing this absorption. 
Comment 


Based on the above statements, it 
cannot be overemphasized that a need 
exists for synthesizing more effective 
repellents and for increasing the ef- 
fectiveness of existing ones. Consid- 
ering the ecological hazards in using 
insecticides, research in the field of 
insect repellents needs support and 
encouragement. 
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The Nitroblue Tetrazolium Test 


in Dermatologic Patients 


Beate M. Czarnetzki, MD; Margaret Fountain; Richard W. Belcher, MD, Cleveland 


The unstimulated nitroblue tetrazolium 
(NBT) test for infection was studied in 139 
patients with various dermatoses and in 
100 healthy controls. Leukocytes from 
controls showed a mean NBT response of 
6.3% + 5.5%. In comparison to controls, 
patients with cutaneous infections had el- 
evated NBT values, but no statistically 
significant difference (P=>.05) was 
found in the mean NBT values of patients 
with bacterial (37.9% + 27.5%) and viral 
(32.5 + 25%) dermatoses. Elevated NBT 
tests were found in patients with allergic 
vasculitis, erythema multiforme, and sev- 
eral other noninfectious dermatoses. The 
unstimulated NBT test is of limited value 
as a diagnostic aid for detecting infection 
in patients with dermatologic disorders. 


he unstimulated nitroblue tetra- 
zolium (NBT) test was originally 
described by Park et al' as a simple 
laboratory procedure to assist in the 
diagnosis of bacterial infection and 
as an aid in the assessment of the 
adequacy of antibiotic therapy. The 
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test is based on the finding that 
polymorphonuclear leukocytes (PM Ns) 
from patients with bacterial infec- 
tions spontaneously reduce NBT to 
insoluble blue formazan in their cyto- 
plasm; however, most normal individ- 
uals and patients with viral infec- 
tions or noninfectious febrile illnesses 
have a markedly lower percentage of 
NBT-positive cells. Subsequent stud- 
ies have confirmed these findings, al- 
though a number of causes of false- 
negative^* and false-positive NBT 
tests^*? have been identified. 

The present study was undertaken 
to evaluate the effect of various infec- 
tious and noninfectious dermatoses 
on NBT reduction by leukocytes and 
to determine the usefulness of the 
NBT test in dermatologic patients. 


Method 


Nitroblue tetrazolium reduction by leu- 
kocytes was evaluated in 139 patients with 
skin disorders from the inpatient and out- 
patient population of Cleveland Metropoli- 
tan General Hospital and compared with 
that of 100 normal controls. The ages of 
the controls ranged from 11 months to 40 
years and those of the patients from 2 
months to 83 years. The diagnosis of bacte- 
rial or viral infection, or both, was es- 
tablished in each patient on the basis of 
medical history, physical examination, and 
appropriate bacterial and viral cultures. In 
patients with inflammatory dermatoses, 
the possibility of secondary bacterial infec- 
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tion was excluded by serial cultures of skin 
lesions. Except for patients with drug-in- 
duced skin lesions, no subjects were receiv- 
ing antibioties or other drugs, such as 
orally or parenterally administered corti- 
costeroids at the time of the study. 
Nitroblue tetrazolium reduction by 
PMNs was assessed by a modification of 
the method of Park et al. Two milliliters 
of blood was drawn by venipuncture and 
transferred to siliconized test tubes con- 
taining 20 units of heparin in normal sa- 
line. One-tenth milliliter of the blood was 
mixed with 0.05 ml of phosphate buffer (pH 
7.2) and 0.05 ml of the NBT solution (0.2% 
NBT in distilled water) in siliconized Boer- 
ner serologic slides. The samples were in- 
cubated for 15 minutes at 37 C and then 
for an additional 15 minutes at room tem- 
perature. Smears of the incubated mix- 
tures were made on precleaned microscopic 
slides, allowed to air-dry, and fixed for ten 
minutes in absolute methanol. The fixed 
smears were stained for 15 minutes in a 5% 
aqueous methyl green solution. After rins- 
ing the smears with cold tap water, the 
slides were air-dried, covered with cover- 
glasses, coded, and examined microscopi- 
cally under the high dry objective. Two ob- 
servers independently counted 100 PMNs 
each and recorded the percentage of cells 
containing clumps or stipples of blue for- 
mazan in their cytoplasm. There was no 
statistically significant variation between 
the observers’ counts. The mean of the two 
readings was recorded as the percentage 
of NBT-positive cells. Statistical eval- 
uation of the results was done by the Stu- 
dent t test, using a programmed computer. 
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and patients with infectious and noninfectious dermatoses. 


Results 


The PMNs of 100 normal subjects 
showed a mean NBT response of 
6.3% + 5.5%, compared with 25.7% + 
26.0% in the patient group. All re- 
sults of 0 to 12% reduction were con- 
sidered negative. 

Infectious Dermatoses.—In patients 
with various cutaneous bacterial in- 
fections, 73% had statistically signifi- 
cant increased numbers of NBT-posi- 
tive cells in comparison with controls 
(mean NBT, 37.9% + 27.5%; range, 1% 
to 88%; P< .01) (Fig 1). In general, 
patients with limited areas of super- 
ficial skin infection who had no sys- 
temic symptoms showed low NBT 
values, while patients with more ex- 
tensive and severe cutaneous infec- 


Arch Dermatol/Vol 109, Jan 1974 


tions had elevated NBT responses 
(Fig 2). All patients with toxic epider- 
mal necrolysis had group 2 staphylo- 
cocci isolated from their lesions. The 
cultures of skin lesions in patients 
with cellulitis grew  Jf-hemolytic 
streptococci, while Staphylococcus 
aureus was isolated from abscesses 
and skin lesions of patients with bul- 
lous impetigo. Each of these patients 
had elevated NBT values. Cultures of 
lesions from patients with hidrade- 
nitis suppurativa and superficial pyo- 
derma grew S albus, Escherichia 
coli,and diphtheroids. These patients 
had consistently negative NBT tests. 
A negative NBT test was also 
found in a patient with chronic me- 
ningococcemia and characteristic skin 
lesions. On repeated testing, his NBT 
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response was less than 3% during the 
time when his blood cultures were 
positive for type C meningococci. 
Further studies showed that his se- 
rum had not developed any antibodies 
to type C meningococci. The patient's 
PMNs could be stimulated to reduce 
NBT (67%), which suggests that they 


are functioning normally.'? 


In the group of patients with viral 
dermatoses, the mean NBT response 
was 32.5% + 25.0%, with a range of 0 
to 69% (Fig 1 and 2). The majority of 
these patients had culturally proven 
varicella-zoster infections and were 
studied shortly after the onset of 


their illness. No clinical or cultural 
evidence of secondary bacterial infec- 
tion was found in these patients. In 
the varicella-zoster group, eight of 12 
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.patients had elevated NBT tests. 


Threé patients with positive tests had 


` underlying disease (one patient each 


with Hodgkin disease, carcinoma of 


` the lung, and active sarcoidosis). The 
- other subjects were otherwise healthy 


children and adults. A single patient 
with disseminated type 1 herpes sim- 
plex infection had an NBT test of 
1396. 

There was no significant difference 
in the NBT response when the groups 
of patients with cutaneous viral and 
bacterial infections were compared 
(P» .05) (Fig 1). 

Noninfectious Dermatoses.— Pa- 
tients with noninfectious dermatoses 
could be divided into two major 
groups by the level of their NBT re- 
sponse; those with nonallergic derma- 
toses (mean NBT, 11.5% + 10.0%) 
and patients with allergic or hyper- 
sensitivity disorders (mean NBT, 
34.5% + 29.3%) (Fig 3). 

Nonallergic Dermatoses.—The pa- 
tients with nonallergic disorders were 
consistently NBT-negative when 
they had any of the following derma- 
toses: psoriasis (13), lichen planus (3), 
dermatitis herpetiformis (1), pem- 
phigus vulgaris (1), Hailey and Hailey 
disease (1), discoid lupus erythema- 
tosus (3), systemic lupus erythema- 
tosus (3), scleroderma (1), Raynaud 
syndrome (1), exfoliative dermatitis 
(3), pityriasis rosea (6), vitiligo (2), 
and stasis ulcers (2). Five of ten pa- 
tients with acne vulgaris had slightly 
elevated NBT tests (mean, 17.9% 
+ 14.5%). Positive values were also 
found in two patients with urticaria 
pigmentosa (mean NBT, 21.5%) and 
in one patient each with Behcet dis- 
ease (NBT, 28.0%) and pyoderma 
gangrenosum (NBT, 56.0%). 

Allergic or Hypersensitivity Derma- 
toses or Both.—The group of patients 
with allergic or hypersensitivity dis- 
orders of the skin showed an unex- 
pected number of positive NBT tests 
(Fig 3 and 4). In none of these pa- 
tients was there evidence of bacterial 
infection on clinical or bacteriologic 
grounds at the time they were tested. 

Patients with allergic contact der- 
matitis (mean NBT, 14.0% + 7.6%) 
and urticaria (mean NBT, 25.7% + 
31.7%) occasionally had mild eleva- 
tions in their NBT responses. One pa- 
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Fig 4.—Mean percent NBT-positive PMNs in patients with allergic or hypersensitivity 


disorders. 


tient with urticaria and Australian 
antigen positive hepatitis had a 
strongly positive (96%) result. Nine of 
16 patients with uninfected atopic 
dermatitis had positive NBT tests 
(mean, 29.1% + 28.3%) that returned 
to normal when their skin improved 
after topical therapy with cortico- 
steroids. Among the corticosteroids 
used were 1% hydrocortisone cream, 
0.05% fluocinonide, 0.1% and 0.025% 
triamcinolone acetonide, 0.01% and 
0.025% fluocinolone acetonide, 0.05% 
desonide, and 0.1% betamethasone 
valerate. | 

Erythema nodosum (EN) was asso- 
ciated with elevated NBT levels 
(55.0% + 34.7%) in three of four pa- 
tients studied. The possible cause of 
the EN was determined in three pa- 
tients. One patient had sarcoidosis 
and two patients had streptococcal 
pharyngitis that had been treated 
with penicillin two weeks previously. 
No cause of the EN could be estab- 
lished in the other patient with a neg- 
ative NBT test. This patient was a 
young woman in the first trimester of 
pregnancy. 

Two patients with penicillin-in- 


duced drug eruptions showed positive 
NBT responses. Patients with allo- 
purinol and ampicillin drug reactions 
usually had normal NBT tests, al- 
though one patient with severe infec- 
tious mononucleosis and an ampicillin 
rash had very high NBT levels (88%). 
All patients with eruptions of the 
erythema multiforme (EM)-Stevens- 
Johnson type had elevated NBT tests 
(mean, 38.1% + 12.8%). In only one 
half of these patients could a possible 
cause for the illness be found and in 
no instance was a patient found to 
have a bacterial infection. Each pa- 
tient with allergic (leukocytoclastic) 
vasculitis also had strongly positive 
NBT tests (mean, 45.8% + 26.0%). 


Comment 


The results of the present study 
demonstrate that the NBT test is un- 
predictable as a laboratory test in 
dermatologic patients. Several nonin- 
fectious dermatoses, such as allergic 
vasculitis and EM were associated 
with elevated NBT values in the 
range of results usually found in pa- 
tients with bacterial infections. In 
addition, we found that certain drug 
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reactions, such "s penicillin-induced 
skig lesions were, at times, also ca- 
pable > producing positive NBT 
tests. 

Other patients with noninfectious 
dermatoses such as atopic dermatitis 
also frequently had positive NBT re- 
sponses. It is possible that the ele- 
vated NBT values in these patients 
were a result of colonization of the 
skin by staphylococci. This seems un- 
likely, however, in view of our nega- 
tive cultures and the fact that pa- 
tients with other skin diseases, that 
have been found to harbor staphylo- 
cocci gave consistently negative NBT 
results." 

Another interesting finding in the 
present study was the elevation of 
the NBT test in a number of patients 
with viral dermatoses. Previous stud- 
ies have found NBT values as high as 
60% in patients with viral infections 
and as low as 6% in bacterial infec- 
tions.'^ Although the mean NBT val- 
ues of the groups of patients with 
bacterial and viral infections were 
statistically significantly different in 
most previous studies,''^'^ we could 
not confirm this finding in dermatolog- 
ic patients. One might try to explain 
this discrepancy by the type of vi- 
ruses involved, since most of our pa- 
tients had infections due to varicella- 
zoster. While some investigators 
found low NBT values in patients in- 
fected with various viruses,''^'* Elge- 
fors reported high NBT levels in pa- 
tients with herpes, Coxsackie, and 
mumps meningitis" and Humbert 
found elevated NBT tests (up to 80%) 
in four of six patients with proven 
Echovirus infection.* These varying 
results make it apparent that positive 
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NBT tests can occur in a variety of vi- 
ral infections and that elevated NBT 
values do not necessarily imply super- 
imposed bacterial infections. 

The results of NBT tests in our pa- 
tients with bacterial dermatoses are 
similar to the observations of other 
workers who found that patients with 
localized infections are less likely to 
have positive NBT values. Park re- 
ported negative NBT tests in five pa- 
tients with localized superficial infec- 
tion,” and Matula mentioned a 
patient with streptococcal cellulitis 
localized to an area 2.5 cm in diameter 
who had a negative NBT test.’ All our 
patients with cellulitis had extensive 
areas of infection and had positive 
NBT tests. In patients with staphylo- 
coccal disease, such as bullous impe- 
tigo, abscesses, and toxic epidermal 
necrolysis, we found that NBT values 
were always markedly elevated. Un- 
fortunately, severe bacterial infec- 
tions are not invariably associated 
with positive NBT tests as illustrated 
by our patient with chronic menin- 
gococcemia. 

The results of these studies of the 
NBT response in dermatologic pa- 
tients makes it apparent that this 
test does not clearly differentiate bac- 
terial from viral dermatoses. In addi- 
tion, several noninfectious derma- 
toses can cause elevated NBT values. 
The NBT test for infection, therefore, 
must be interpreted with caution and 
can be considered of limited useful- 
ness in the evaluation of dermato- 
logic patients. 


This study was supported by National Insti- 
tutes of Health training grant AMO-5608-05. 
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Spiradenoma 


Histochemical 


and Electron Microscopic Study 


Carmen Castro, MD, Richard K. Winkelmann, MD, Rochester, Minn 


In two cases of spiradenoma, studies of 
enzymatic reactions showed complete ab- 
sence of glycogen phosphorylase and 
acid phosphatase enzymes. Irregular foci 
of succinic dehydrogenase, as well as 
nicotinamide adenine dinucleotide, re- 
duced (NADH), were observed. The small 
tumoral nodules were surrounded by 
nerve fibers, which can be readily demon- 
strated by techniques using cholines- 
terase. Study of the ultrastructure of the 
tumor revealed that it was composed of 
two main types of cells, but neither secre- 
tory granules nor glandular structures 
could be observed. The results of our 
study of the spiradenoma, its basic sim- 
ilarity to other tumors of the basaloid type, 
and its chemical and ultrastructural fea- 
tures suggest that it is a tumor of basal 
cell differentiation. 


he cellular differentiation for 
some of the adnexal tumors of 
the skin has been clarified by histo- 
chemical and electron microscopic 
studies. Among the sweat gland tu- 
mors, those with eccrine differ- 
entiation react selectively for gly- 
cogen phosphorylase and branching 
enzymes, while tumors related to the 
apocrine structures are characterized 
by the presence of acid phosphatase 
and the absence of glycogen phos- 
phorylase. Further evidence for the 
cellular differentiation of these tu- 
mors is provided by the ultrastruc- 
tural study of eccrine and apocrine 
structures, which has established the 
morphologic pattern for these adnex- 
al structures. 
Despite these advances, the struc- 
ture of some tumors, such as the ec- 
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crine spiradenoma, still remains un- 
der discussion. Several investigators’ 
have reported different results, and 
consequently there is a lack of una- 
nimity of opinion regarding the his- 
togenesis of this lesion. 

In an attempt to understand this 
tumor, we studied two cases of spi- 
radenoma by histochemical and elec- 
tron miscroscopic techniques. 


Materials and Methods 


Case 1.—A 44-year-old white woman had 
a 1.5-cm diameter, movable, tender nodule 
on the left pectoral area. The lesion had 
been present for 15 years. The clinical 
diagnosis was that the lesion was either a 
glomus tumor or a leiomyoma. The lesion 
was removed, and the tissue was processed 
for routine light microscopy and histo- 
chemical and electron microscopic studies. 
The diagnosis was eccrine spiradenoma. 

CasE 2.—A 46-year-old white woman had 
a 0.75-cm diameter nodule on the flexural 
area of her right wrist. The lesion was 
freely movable and painful and had been 
present for 20 years. The patient believed 
that the lesion had become more painful 
during the month preceding her examina- 
tion. The clinical findings suggested that 
the lesion was a leiomyoma or a neuroma. 
At excision, the nodule was found to be 
very vascular and intimately related to the 
subcutaneous fat. Because the tumor was 
small, only enough tissue for light and 
electron microscopic studies was available. 
The diagnosis was eccrine spiradenoma. 

For comparison, a cystic basal cell carci- 
noma was studied by the same methods. 


Histochemical Studies 


Tissue was taken from the three le- 
sions and was stained with hema- 
toxylin-eosin, PAS, Alcian blue, and 
elastin-Giemsa for routine studies. 

Half of the lesion from patient 1 
and half of the basal cell carcinoma 
were frozen in liquid nitrogen imme- 
diately after biopsy. The specimens 
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Fig 2.—Case 2. Top, General archi- 
tecture and vascular component of tumor 
(hematoxylin-eosin, original magnification 
x 40). Bottom, Solid portion of tumor and 
its cellular elements (hematoxylin-eosin, 
original magnification x 245). 
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Fig 1.—Case 1. Top left, T 3 
surrounded by hyalinized stroma (hematoxylin—eosin, original magnification x 60). Top N 
right, Nodule showing typical spiradenoma features. Note two types of cells arranged in 3 
cords and pseudolumen formation (hematoxylin—eosin, original magnification Xx 120). 4 
Bottom left, Several small nodules surrounded by cholinesterase-positive nerve fibers yy 
(cholinesterase, x 10). Bottom right, Succinic dehydrogenase irregularly distributed in E 
spiradenoma cells (succinic dehydrogenase, x 16). 1 
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were cut in a cryostat, and the follow- 
ing enzymatic reactions were studied: 
acid and alkaline phosphatases,’ 
4 adenosine triphosphatase,  indoxyl 
esterase,' nonspecific esterase,‘ cho- 
linesterase,’ succinic dehydrogenase,‘ 
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NADH,’ and glycogen phosphory- 
lase.^ Small blocks (1 mm) were 
taken, fixed in glutaraldehyde, post- 
fixed in osmium acid, embedded in 
epoxy resin, and processed for elec- 
tron microscopic studies. 


Light Microscopic Findings 


Light microscopy showed that the 
spiradenomas in both cases had the 
same cellular structure. The tumors 
were composed of different-sized nod- 
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Fig 3.—Area of tumor composed of clear cells (C) and two dark cells (D). Numerous desmosomes 
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join cells. N, nucleus; n, nucleoli; and d, desmosomal attachments (case 1) ( x 5,528). 


ules located deep in the dermis and 
subeutaneous tissue and surrounded 
by a dense, eosinophilic connective 
tissue (Fig 1, top left and 2, top). 
Small foci of this eosinophilie, PAS- 
positive material were present be- 
tween the tumor masses, and these 
foci constituted the scanty stroma. 
The tumor cells were deeply baso- 
philie-stained cells that were ar- 
ranged in solid cords or in tubular or 
pseudoglandular structures (Fig 1, 
top right). Although there were some 
differences in the size and the dark- 
ness of the cells (Fig 2, bottom), the 
whole tumor had a monomorphous 
basophilic appearance. 

The enzymatic reactions were 
largely unremarkable and did not 
characterize the tumor. Glycogen 
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phosphorylase was completely absent 
in the center and at the periphery of 
the nodules, but it was observed in 
the normal eccrine glands in the 
neighboring dermis. There was no 
acid phosphatase activity, and alka- 
line phosphatase activity was ob- 
served only in the endothelial cells of 
the stromal capillaries. Indoxyl es- 
terase was readily demonstrated as 
blue deposits in the connective tissue 
between the tumor lobules. Other es- 
terases were also negative, except 
for the cholinesterases that demon- 
strated a ring of nerve fibers around 
the lobules of the spiradenoma (Fig 1, 
bottom left). The mild, generalized 
pattern of activity of the respiratory 
enzymes was similar to that observed 
in the basal cell carcinoma that was 


studied for comparison. Some irregu- 
lar foci of NADH and succinic dehy- 
drogenase activity (Fig 1, bottom 
right) were visible throughout the 
tumor. 


Electron Microscopic Findings 


The ultrastructural features of 
both spiradenomas were similar. The 
tumors were composed of solid 
masses of cells (Fig 3) separated into 
lobules by strands of amorphous and 
fibrillar material. This material corre- 
sponded to the hyaline substance ob- 
served under the light microscope. 
Some intercellular spaces were filled 
with a fine fibrillar material. In gen- 
eral, the cell membrane was smooth, 
although some infoldings and inter- 
digitations also were visible. The cells 
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joined each other by desmosomal at- 
tachments. The most frequent and 
constant type of cell observed was a 
polygonal or round, clear (undifferen- 
tiated) cell. A second type of cell, 
which was more rare, was a dark, 
pyknotie, irregular cell that had a 
structureless cytoplasm. 

The first type of polygonal cell had 
a large nucleus with a dispersed 
chromatin pattern. Occasionally, a 
nucleolus, often eccentrically located, 
was observed. The nucleus was round 
or ovoid, with occasional, smooth in- 
dentations. The nuclear membrane 
had distinct nuclear pores, and a 
clear, thin space was observed be- 
tween the nucleus and the cytoplasm. 
A large nuclear-to-cytoplasmie ratio 
seemed to characterize these cells. 
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Fig 4.—Large nuclear-to-cytoplasmic ratio in clear cells (C). 
Numerous mitochondria (M) present at both poles of cells. Por- 





Their scanty cytoplasm was clear, 
with no glycogen particles and only 
rare tonofilament masses. The more 
abundant organelles were the small, 
various-shaped, dense mitochondria 
distributed through the cytoplasm or 
grouped together at both poles of the 
cells (Fig 4). Some of these mito- 
chondria had vacuolar degeneration; 
such a degeneration was also ob- 
served in the cytoplasm of some of 
the clear cells. Rough endoplasmic re- 
ticula and Golgi apparatuses were 
seen frequently. Small, round, dense 
osmiophilic granules were found in a 
few scattered cells. It was not always 
possible to see a membrane around 
these granules, and they resembled 
those granules found in the endothe- 
lial cells and in the cells of the lower 
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spaces. (case 2) (X 7,776). 


part of the external root sheath of the 
hair follicle. In general, the cell mem- 
branes were smooth, although some 
infoldings and interdigitations were 
visible (Fig 5). 

A few dark cells (Fig 6) inter- 
mingled with clear cells. These dark 
cells were easily distinguished from 
the rest of the tumor cells by their ir- 
regular shape and lack of cytoplasmie 
organelles (except for the endoplas- 
mie reticulum of the granular type). 
Desmosomes joined one cell to the 
other in the same way that they did 
with the clear cells. Intracytoplasmie 
vacuolation and shrinkage of the nu- 
cleus were marked in some of the 
cells, and we believe that the dark 
cells were polyhedral cells undergoing 
degeneration. Individual cells had 
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Fig 5.—Clear cells (C). Polygonal cells limited by smooth cellular membrane (m). Few 
mitochondria (M). N, nucleus; |, intercellular space; and d, desmosome (case 2) (x 15,632). 


some tonofilaments in perinuclear ar- 
rangement (Fig 7). These cells were 
similar to the clear cells in all other 
features. 

Numerous cilia and flagella were 
seen in the tumor cells. These organ- 
elles were present in the cytoplasm of 
the clear cells near the cell membrane 
or in the invaginations that projected 
into the intercellular space (Fig 8). In 
the search for anatomic evidence of 
the glandular origin of the eccrine 
spiradenoma, we could find only one 
cell that had intracytoplasmic cav- 
itation. The cavity was lined by 


44 Arch Dermatol/Vol 109, Jan 1974 


numerous, short, stubby processes 
having a filamentous and dense ap- 
pearance (Fig 9). In the middle of the 
space, there was a thin wall that was 
continuous with the cytoplasm of the 
cell and that was filled with bundles 
of tonofilaments. This cell also was 
attached to the others by desmo- 
somes, and several dark granules of 
different sizes and shapes were dis- 
tributed peripherally. Besides the tu- 
mor cells, we also observed several 
cells containing Langerhans granules 
(Fig 10). These cells, with an indented 
nucleus and a clear cytoplasm, were 


not attached to the adjacent cells by 
desmosomes, although their cellular 
membranes were closely apposed to 
each other. We believe that these cells 
are Langerhans cells in the tumor 
masses and not cells of the stroma or 
inflammatory infiltrate. 

Strands of hyaline material sepa- 
rated the tumor cells into lobules (Fig 
11) The substance that formed the 
tumor border had the same appear- 
ance. The amorphous hyaline mate- 
rial possessed some fibrillar compo- 
nents, which could be interpreted as 
being reticulin or procollagen fibers. 
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Fig 6.—Note dark cell (D). Except for endoplasmic reticulum 
and desmosome attachment (d), no organelles are visible. Most 
of field is occupied by clear cells (C) in whose cytoplasm several 


Normal vessels and inflammatory 
cells were seen often within these 
masses of hyalinized stroma. 

The basal cell carcinoma was com- 
posed of epithelial cells that had the 
same high nuclear-to-cytoplasmic ra- 
tio as did the spiradenoma cells (Fig 
12). Desmosomes joined one cell to the 
other, and interdigitations of the 
membrane with intercellular spaces 
also were seen. The kind of intracyto- 
plasmic organelles found did not dif- 
fer from those found in the spirade- 
noma; a distinct Golgi complex, 
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mitochondria, rough endoplasmic re- 
tieulum, ribonucleoprotein particles, 
and lipid vacuoles were seen, as in the 
spiradenoma. The cytoplasm of the 
basal cell carcinoma was clear gener- 
ally, and tonofilaments were observed 
in a few cells. 


Comment 


The histogenesis of the spirade- 
noma has caused much controversy. 
Until recently, most authors have 
agreed with the conclusion of Kerst- 
ing and Helwig,'' which was based on 





dense lipid bodies (b) are present. In the center, a small amount 
of hyaline substance (H) is surrounded by six clear cells. No lu- 
men is present. N, nucleus. (case 1) ( x 5,528). 


their light microscopic study of 134 
cases that spiradenoma has an eccrine 
origin. Nevertheless, the more recent 
investigations, based on histochemi- 
cal and ultrastructural methods, have 
introduced doubts about this explana- 
tion. ; 
The presence of myoepithelial cells 
was suggested by Lever,? but was 
not supported by the findings of 
Munger et al.' Because there was no 
alkaline phosphatase activity and no 
myoepithelial cells shown (by electron 
microscopy) in the case of multiple 
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. Spiradenoma studied by Munger et 


al, we dismissed the possibility of a 
myoepithelial origin. Munger et al, 
however, agreed with the eccrine ori- 
gin of the tumor. 

Subsequently, Hashimoto and co- 
workers? demonstrated the presence 
of foci of phosphorylase in another 
case, as well as the presence of scat- 
tered myoepithelial cells. However, 
these results were different from 
those obtained by Winkelmann and 
Wolff.’ They reported a lack of phos- 
phorylase activity in a tumor, studied 
at extended periods of incubation, 
that readily demonstrated phosphory- 
lase activity in the normal cutaneous 
structures. Since the appearance of 


that publication, six cases have been 
studied by one of us (R.K.W., unpub- 
lished data), and in all there was no 
phosphorylase activity. 

In our study, both spiradenomas 
consistently showed no phosphorylase 
enzymatic activity. Electron micro- 
scopic studies by Munger et al! 
showed that the spiradenoma was es- 
sentially composed of one type of cell; 
this finding is in agreement with the 
results of our investigation. They 
identified the tumor cells as being 
similar to the cells of the eccrine duct 
and secretory segment, but they men- 
tioned particularly the similarity 
with the cells of the hair bulb. No 
secretory granules were observed. 


Fig 8.—Cell showing cilia (c) at level of cytoplasmic membrane (m) and 
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projecting into adjacent cell. N, nucleus; and d, desmosome ( x 52,184). 


v» 





Fig 7.—Clear cell with bundle of tonofila- 
ments (F) in perinuclear location. N, nu- 


cleus; M, mitochondria; |, intercellular 
space; m, cytoplasmic membrane; and d, 
desmosome (case 1) (original magnifica- 
tion x 33,844). 
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Hashimoto et al* reported the pres- 
ence of such cells, although some cells 
had vacuoles and lipid-dense bodies. 
We did not find any eccrine lumina, 
as did Hashimoto et al. The lumina- 
like structure that we saw under the 
light microscope was part of the 
stroma of the tumor in which vessels 
and cells from the infiltrate could be 
observed. We saw no secretory lumen 


Fig 9.—Cell showing intracytoplasmic 
cavitation (arrow). Numerous short pro- 
cesses (p) line cavity. Osmiophilic bodies 
present at periphery of cytoplasm. F, tono- 
filaments; and b, dense bodies (case 1) 
(original magnification x 14,956). 


Fig 10.—Cell showing atypical Langerhans granules (L). F, tonofilaments; b, dense 


bodies (original magnification x 37,804). 
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in the amorphous and fibrillar mate- 
rial, nor did we see this material 
being produced by the tumor cells, as 


has been reported to occur in cylin- . 
droma tissues." We found no myoepi- . ' 


thelial elements, which is in agree- 
ment with the findings of Munger et 
al.' 

In spiradenoma, we have not ob- 
served tissue features that character- 
ized these cells as secretory. In our 
two cases, most of the tumors were 
composed of clear epithelial cells that 
were similar to cells of basal cell 
carcinoma. The presence of one in- 
tracytoplasmic cavity in a single cell 
does not support the definition of spi- 
radenoma as a clearly differentiated 
tumor toward eccrine structures. We 
believe that some cystic formation 
may be found in a tumor composed of 
immature embryonic basal cells. The 
observation of an abnormal number 
of cilia by Hashimoto et al* was cited 
as evidence for the eccrine glandular 
genesis of the spiradenoma. The pres- 
ence of many cilia and flagella is also 
consistent with the theory that the 
cells of spiradenoma are basal cells. 
Wilson and MeWhorter™ found mul- 
tiple flagella in the basal cells of nor- 
mal epidermis and in the cells of sev- 
eral basal cell tumors. Breathnach” 
also noted the presence of flagella in 
embryonic basal cells. The cilia in our 
two cases were nonmotile, that is, 
they were without the two central 
pairs of fibrils. 

Our observation of Langerhans 
cells in the spiradenoma was another 
interesting feature. Hashimoto and 
Tarnowski'" have reported the pres- 
ence of these cells in a cylindroma 
and in a superficial basal cell carci- 
noma. Recently, Nasemann et al! 
have added trichoepithelioma to the 
list of adnexal tumors with Langer- 
hans cells. Although other tumors also 
have these cells, we believe that this 
is a new feature that links spirade- 
noma, cylindroma, and trichoepithe- 
lioma. À 

Nödl: reported an interesting case, 
in which almost 200 tumors were lo- 
cated unilaterally in linear, zosteroid, 
and circular distributions. A histo- 
pathologic study showed solid masses 
of spiradenoma intermixed with per- 
ifollicular epithelial proliferations 
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Fig 11.—Tumor cells arranged in lobules separated by strands of hyaline material (H). 
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Some cells showed degeneration (arrow) of cytoplasm. C, clear cells (original magnifi- 


cation x 5,528). 


Fig 12.—Basal cell carcinoma showing 
marked ultrastructural similarities with spi- 
radenoma. N, nucleus; n, nucleoli; R, en- 
doplasmic reticulum; M, mitochondria; d, 


desmosomal attachment; and |, inter- 
cellular space (original magnification 


x 11,056). 
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that not only had the same basic 
structure of the spiradenoma but also 
showed variations that suggested fol- 
licular dysplasia to the author. Fur- 
thermore, the association of cylin- 
droma with trichoepithelioma has 
been previously reported in the litera- 
ture. Individual lesions of spirade- 
noma and cylindroma, as well as tran- 
sitional forms between both tumors," 
have been noted to be present in the 
same patient." We have also noted 
such combinations; and in some cases, 
we have been unable to make a defi- 
nite diagnosis of cylindroma or spi- 
radenoma. 

The results of this study have con- 
vinced us that spiradenoma is a tu- 
mor of basal cell differentiation. Its 
basic similarity to and occurrence 
with other tumors of the basal cell 
type and the chemical and ultra- 
structural features also suggest this 
conclusion. Results of our study clar- 
ify our understanding of adnexal tu- 





e. 
mors. While some adnexal tumors are 
differentiated to the point that ec- 
crine or apocrine structures charac- 
terize them, others have cellular 
and organizational features of the 
basaloid type. 
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Purpura Caused by 
Food and Drug Additives 


Dr. Gerd Michaélsson; Dr. Lars Pettersson; 


Lennart Juhlin, MD, Uppsala, Sweden 


Seven patients with allergic vascular 
purpura displayed hypersensitivity reac- 
tions after ingestion of azo dyes and ben- 
zoic acid compounds. All reacted with 
purpura after oral provocation with azo 
dyes. Three patients also developed pur- 
pura after ingesting benzoic acid com- 
pounds and four developed purpura after 
taking aspirin. Mild purpuric reactions af- 
ter provocation are more easily revealed if 
the skin is pretreated with a nicotinic acid 
ester. The patients improved on a diet free 
from the additives. Beneficial effects, with 
decreased purpuric reactions after provo- 
cation, have also been observed from 
treatment with phenformin and ethyles- 
trenol. 


he cause of Schónlein-Henoch 
purpura (also known as allergic 
vasculitis or allergic vascular pur- 
pura) is still obscure. Streptococcal or 
viral infections often precede the out- 
break; however, no definite relation- 
ship between infections and allergic 
purpura has been demonstrated.’ An 
association with various foods and 
drugs, such as aspirin and antibiotics, 
has been found in only a few cases.*? 
We have recently reported on a large 
numberof patients withrecurrenturti- 
éaria who are hypersensitive to azo 
dyes and benzoates.'^ In this paper, 
we report on seven patients with re- 
curring allergic purpura who react 
with purpura after provocation tests 
with various food additives. Eval- 
uation of the result of the provocation 
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test has been facilitated by pre- 
treatment of a localized skin area 
with a nicotinie acid ester that in- 
duees increased local sensitivity to 
the purpura-producing substances. 
This improved method is based on our 
previous findings of abnormal reac- 
tions to nicotinic acid esters in pa- 
tients with purpura.‘ 


Materials and Methods 


Compounds Used.—The following sub- 
stances and doses were administered in 
colorless, gelatin capsules with lactose to 
complete the filling: 

Placebo (lactose), 100 mg 

Benzoate sodium, 50, 250, and 500 mg 

4-hydroxybenzoic acid, 50 and 100 mg 

Aspirin, 1, 10, 50, 100, 500, and 1,000 mg 

Dyes with their color index (CI) number 

tartrazine (CI 19140), 1, 2, 5, and 10 
mg 
Sunset Yellow (CI 15985), 1, 2, 5, and 
10 mg 
New Coccine (CI 16255), 1, 2, 5, and 10 
mg 
Patent Blue (CI 42051), 5 mg 
The largest dose, however, was not con- 
sistently given to all patients. 

Testing Procedures.—All patients were on 
a diet free from salicylates, benzoates, and 
dyes. As a rule, no drugs were used during 
the three days preceding the provocation 
tests, which were done when the patients 
had few or no symptoms. 

Thurfyl nicotinate ointment (Trafuril, 
Great Britain) was applied to a 9-sq em 
test area on the lower part of the leg every 
morning before any test substance was 
given. It was left on for ten minutes with- 
out covering and then gently removed with 
a dry cotton swab. The area was then 
cleaned with 60% alcohol solution. 

The substance to be tested was given in 
the lowest dose one to two hours after ap- 
plieation of the thurfyl nicotinate oint- 
ment. In patients with a history of only 
purpura and no urticaria, the test doses 
were administered with an interval of one 


to two hours between them. In two pa- 
tients with a history of both urticaria and 
purpura, the administration was stopped 
when urticaria appeared. Only one sub- 
stance a day was given, and as a rule, the 
provocation series was begun with a pla- 
cebo and ended with aspirin. 

The skin of the legs was regularly in- 
spected for any development of purpura 
during the following 24 hours. At the same 
time, the thurfyl nicotinate test area was 
examined for erythema, edema, or pur- 
pura. 

A new provocation test was done the fol- 
lowing day if the previous test was nega- 
tive, if the purpuric reaction was present 
only within the thurfyl nicotinate test area, 
or if only a slight reaction appeared else- 
where. If a pronounced purpura developed 
outside the thurfyl nicotinate test area, the 
provoeations were interrupted until the 
changes began to disappear. 

All tests were done with extreme caution 
and the informed consent of the patients. 

Evaluation of Symptoms After Provoca- 
tion.—The provocation test was judged pos- 
itive when the patient, during a dormant 
period, developed new purpuric skin le- 


sions or the response to thurfyl nicotinate - 


changed to a purpuric reaction or both oc- 
curred after the patient previously had 
been normal (Figure). 


Report of Cases 


CASE 1.—A 60-year-old woman had no 
previous illnesses prior to January 1972, 
when she developed an upper-respiratory 
traet infection (Table 1). She took aspirin 
and a cough medicine with a benzoic acid 
preservative at that time. One month later, 
she developed vascular purpura, which 
started on the dorsal sides of the feet and 
then spread to the legs, buttocks, and fi- 
nally, the arms. A few minor ulcerations 
were present in the centers of some of the 
purpuric lesions on the legs. Biopsy speci- 
mens from a spontaneous purpura lesion 
and a thurfyl nicotinate-induced purpura 
both showed a picture of anaphylactoid 
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purpura. The patient had no joint or ab- 
dominal symptoms, nor did she have mac- 
roscopic hematuria. The urinary sediment 
showed 5 red blood cells per field. When 


' tested in the hospital in March 1972, she 
‘had a moderate purpura. A pronounced 


worsening of her purpura was then regis- 
tered after provocation tests with benzoate 
sodium and aspirin, and a moderate wor- 
sening occurred after tartrazine and 4-hy- 
droxybenzoic acid were administered 
(Table 2). In this patient, the thurfyl nic- 
otinate test area was strongly positive 
throughout the study. The provocation test 
results, therefore, had to be correlated to 
the degree of purpura that developed in 
the untreated skin. 

There has been no purpura of the skin 
since April 1972, when the patient began 
using a diet free from salicylates, ben- 
zoates, and dyes, with the exception of two 
weeks when traveling did not enable her to 
maintain the diet. A slight proteinuria and 
hematuria has, however, remained during 
this period. The purpuric reaction to 
thurfyl nicotinate gradually decreased 
during the following year and was nearly 
normalized in January 1973. 

CasE 2.—A 59-year-old woman had a 
four-year history of recurring periods of 
elevated temperature, moderate joint 
pains, and vascular purpura. She had an el- 
evated erythrocyte sedimentation rate, a 
positive antinuclear factor, and a strongly 
positive reaction for anti-y-globulin. 

Her purpuric changes were present only 
on the lower areas of the legs. She was not 
able to connect the purpuric rashes with 
any definite exogenous factor, although 
several times a worsening had been ob- 
served after consumption of aspirin, pears, 
and red wine. When she was admitted to 
the hospital for investigation, her purpura 
was not active and only old spots were ob- 
served. The thurfyl nicotinate test was 
negative without any signs of a purpuric 
reaction. 

Repeated provocations with 4-hydroxy- 
benzoic acid (50 mg), New Coccine (5 mg), 
and aspirin (350 mg) were associated with 
a change from negative to positive thurfyl 
nicotinate tests, with purpura visible five 
to seven hours after provocation. After 
each New Coccine provocation, the patient 
complained about feeling nauseated and 
febrile. There was a discrete purpura in 
addition to the positive thurfyl nicotinate 
test. 

No purpura appeared after tartrazine, 
Sunset Yellow, Patent Blue V, benzoate so- 
dium, or placebo were given. 

The patient was advised to remain on a 
diet free from food additives but had some 
difficulties keeping this diet. She felt bet- 
ter but was not completely free from pur- 
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Reaction to thurfyl nicotinate associated 
with positive provocation. 


pura. Therefore, in addition to dietary re- 
strictions, she was treated daily with 50 
mg phenformin and 8 mg ethylestrenol for 
four months, after which time she was free 
from both purpura and pains in the joints. 
While she was on this regimen, repeated 
provocation tests still gave positive thurfyl 
nicotinate reactions after New Coccine and 
aspirin were administered, but the reac- 
tions were less noticeable than before and 
the reaction with 4-hydroxybenzoic acid 
was judged negative even when 650 mg 
was administered. 

CasE 3.—A 25-year-old man had a his- 
tory of poliomyelitis at the age of 6 and an 
atopic dermatitis in childhood. He also has 
a moderate allergic rhinitis with symptoms 
during the pollen season. In the beginning 
of January 1972, he had a streptococcal in- 
fection following a tooth extraction. By 
the end of January, he had developed a 
Henoch-Schónlein syndrome with intense 
abdominal pain, swelling and pain in the 
joints, and purpura of the lower portion of 
the legs. He was treated with penicillin 
phenoxymethyl, prednisolone, and occa- 
sionally aspirin. As soon as the daily dose 
of prednisolone was less than 30 mg, his 
purpura recurred. His thurfyl nicotinate 
test area was purpuric even during periods 
when a high dose of prednisolone was pre- 
scribed. A diet free from salicylates, 
dyes, and benzoates was recommended and 
steroid treatment was subsequently elimi- 
nated after two weeks without exacerba- 
tion of any symptoms. His response to 
thurfyl nicotinate became normal. 

There were no abnormal routine labora- 
tory findings except for an initially in- 
creased antistreptolysin titer. 

Positive provocation tests with a devel- 
opment of purpuric thurf yl nicotinate tests 
and some purpuric spots on the legs were 
repeatedly registered after only 1 mg of 


the dye New Coccine was given. The pa- 
tient also experienced a feeling of nausea 
and pronounced fatigue after taking this 
dye. There were no reactions to the other 
provocation substances. 

The patient was given a diet free from 
benzoates and dyes and was treated with 
phenformin and ethylestrenol for four 
months. He was then free from purpura. 
Provoeation with six mg of New Coccine 
during this period produced no purpuric re- 
action within the thurfyl nicotinate area. A 
moderate purpura was seen in the thurfyl 
nicotinate test area after administration 
of 15 mg of New Coccine, but no general 
symptoms appeared. Since then, the pa- 
tient has kept the diet and has been free 
from symptoms, except in December 1972, 
when he ate mashed rutabagas containing 
coloring. At the time, he had had an os- 
teitis around a tooth for two weeks that 
was later treated with penicillin without 
any purpuric reaction. 

CASE 4.—A 38-year-old man had had re- 
cidivating angioneurotic edema and giant 
urticaria since 1964 and a recidivating vas- 
cular purpura since 1971. As a rule, his ur- 
ticaria and purpura are active at the same 
time, but they may occur separately. In- 
creased consumption of beer and vodka 
has preceded several of the purpuric peri- 
ods. A worsening from aspirin has not 
been noticed by the patient. He may have 
long periods without any symptoms. Dur- 
ing such periods the reaction to thurfyl 
nitocinate is normal, without any signs of 
purpura. 

After provocation with tartrazine, the 
thurfyl nicotinate test area became pur- 
puric and there was purpura, swelling of 
the legs, and angioneurotic edema of the 
face. Positive reactions with the same pat- 
tern of symptoms also developed after ad- 
ministration of 1 mg of New Coccine. A 
very weak purpura appeared within the 
thurfyl nicotinate area after sodium ben- 
zoate was given. No reactions were ob- 
served after administering aspirin, 4-hy- 
droxybenzoic acid, antipyrine (phenazone), 
or Sunset Yellow. A diet and drugs free 
from additives have been recommended. 
When he keeps to this regimen few symp- 
toms appear. Several of his latest relapses 
have been associated with the use of col- 
ored drugs. A severe reaction, with ang- 
ioedema and purpura, was seen after an 
injection of the analgesic pentazocine. The 
patient was treated with phenformin and 
ethylestrenol during a period of three 
months, but the effect on his symptoms 
was uncertain. Provocations were not re- 
peated during the treatment period. 

Case 5.—A 69-year-old woman had had 
recidivating vascular purpura and angio- 
edema since July 1971. The purpura was 
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Table 1.—Clinical and Laboratory Data 
of Seven Patients With Allergic Vascular Purpura* 


History of 
Infections 
Drug hypersensitivity 
Fruit hypersensitivity 


Additional symptoms 
Malaise 
Fever 
Arthralgia 
Nasal bleeding 
Angioneurotic edema 


Laboratory findings 
Hematuria 
Melena 
ANF titer 
Cryoglobulin 
Effects of 
Diet free from dyes and 
benzoates 
Phenformin + ethylestrenol 
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* +, positive; —, negative; ?, questionable; 0, not done. 


intense, with a number of ulcerations on 
the lower part of the legs. At the same 
time as the purpura first developed, a uri- 
nary infection and diabetes mellitus were 
diagnosed and treated with ampicillin and 
chloropropamid, respectively. This treat- 
ment did not influence the purpuric 
changes, which continued to recur at ir- 
regular intervals. The patient had no joint 
or abdominal symptoms. Apples, oranges, 
and strawberries were considered as pos- 
sible precipitating factors. Laboratory ex- 
aminations revealed the presence of an an- 
tinuclear factor of 1/100 and a moderate 
hematuria. 

The thurfyl nicotinate test was positive, 
with a purpuric reaction before provoca- 
tion tests. Provocations with aspirin and 
tartrazine were positive with an increas- 
ingly severe purpura and angioneurotic 
edema, whereas the reactions to Sunset 
Yellow and 4hydroxybenzoic acid were 
doubtful. 

Treatment with phenformin was given 
for a period of two months, and the num- 
ber of relapses diminished during this 
time. When the provocations were re- 
peated, the reactions to thurfyl nicotinate 
were weaker than before the phenformin 
treatment period, with less purpura ob- 
served. No generalized purpura or an- 
gioedema was seen. New provocation tests 


during a period without phenformin treat- ~ 


ment induced a stronger purpuric response 
within the thurfyl nicotinate-treated area 
after aspirin and tartrazine were given. 
CASE 6.—A 60-year-old man has had re- 
cidivating, erosive, mouth lesions, and pur- 
purie, erythema multiforme lesions on the 
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trunk, arms, and legs since 1964. In some 
periods, he has also had conjunctivitis and 
ulcerations on the penis. Between 1967 and 
1970, the purpuric lesions appeared four to 
six times a year, and seven times they 
were followed by deep thrombosis in the 
legs. Prednisone, in the amount of 20 to 30 
mg daily, decreased his symptoms. After 
treatment with phenformin and ethyl- 
estreno] was begun in 1970, there was a 
marked improvement. The relapses now 
occur less often and are milder with fewer 
and less severe skin lesions. There have 
been no oral lesions or thromboses. Predni- 
sone treatment could be stopped. Three 
trial withdrawals of the fibrinolytic-stimu- 
lating treatment were made in 1971 and 
1972. Each time, a relapse with purpuric 
skin lesions occurred within two to three 
weeks. When phenformin and ethylestre- 
nol were given, the lesions healed within a 
few weeks. The laboratory results revealed 
a slightly increased serum IgE level, but 
no antigen could be detected by radio- 
allergosorbent technique. 

Repeated provocations, with 500 mg as- 
pirin, 50 mg indomethacin, and 5 mg tar- 
trazine, induced purpura within the 
thurfyl nicotinate-treated area, as well as 
caused skin lesions on the legs. Tests with 
benzoates and other dyes were negative. 
The positive reactions could not be induced 
when the patient was treated with phen- 
formin and ethylestrenol. 

CASE 7.—A 32-year-old woman had had 
recurring purpuric lesions on the lower 
areas of the legs for 12 years. The lesions 
tended to become more intense with ul- 
cerations, pain, and swelling of the legs. 


drugs. It is therefore extremely diffi- 


On some occasions there was a superficia] 
thrombophlebitis. The purpuric lesidns ap- 
peared mainly in the summer and autumn, 
four to eight times a year, without any cer- 
tain reason. The lesions lasted for two to :. 
three weeks. Repeated provocation tests - 
with Sunset Yellow and tartrazine were 
positive within the thurfyl nicotinate- 
treated area. Other provocation tests were 
negative (Table 2). The patient has now 
been essentially free from purpura after 
being on a diet free from benzoates and 
dyes for six months. She has only had two 
minor relapses with purpuric lesions, pos- 
sibly caused by colored mayonnaise. 


= 


Immunoglobulins 


In all patients, the levels of serum 
IgG, IgA, IgM, IgD, and IgE were de- 
termined. IgE was slightly increased 
in patient 6 (840u/ml) but in the 
lower range in patients 1, 2, and 7 (10, 
30, and 20u/ml respectively) and was 
110 to 130u/ml in the others. The 
levels for the other immunoglobulins 
were within normal ranges in all 
patients. 


Comment 


The importance of azo dyes and 
benzoates in the pathogenesis of 
Sehónlein-Henoch purpura has not 
previously been considered. Only one 
case of recurring purpura caused by 
hypersensitivity to tartrazine has 
been reported.’ 

We have recently described a 
hypersensitivity to these commonly 
used food additives in a large number 
of patients with recurring urticaria? — 
and bronchial asthma.** A variety of 
additives are "hidden" in foods and 
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cult for the patient and physician to 
correlate the history of food and drug 
intake with the recurrence or exacer- - 
bation of the symptoms. In patients 
with urticaria it was often possible, 
however, to obtain such a correlation 
when the histories were rechecked af- 
ter the positive provocation tests.' 
Furthermore, the majority of the pa- 
tients with urticaria have become 
free of symptoms or considerably im- 
proved on a diet free from these addi- 
tives.^ 

Provocation tests with the same 
groups of additives in our patients 
with Schónlein-Henoch purpura in- 
duced either a purpuric outbreak, a 4 
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Table 2.—Results of Provocation Tests 
in Seven Patients With Allergic Vascular Purpura* 


Substance Used 2 
Aspirin + ++ 
++ 


4-hydroxybenzoic acid + 
Benzoate sodium ++ 
Tartrazine 

Sunset Yellow 

New Coccine 

Patent Blue V 

Placebo 


Case 





* ++. strongly positive; +, positive; —, negative; ?, questionable; 0, not done. 


worsening of an already existent, 
mild purpura, or a change in the ap- 
pearance of the thurfyl nicotinate 
test area with development of pur- 
pura. Two of the patients also reacted 
with angioneurotic edema. On some 
occasions, the purpurie eruptions af- 
ter provocations were accompanied 
by a feeling of malaise, pronounced 
fatigue, elevated temperature, and 
swelling of the joints. 

Some of the patients reacted with 
purpura only within the thurfyl 
nicotinate test area, and in patients 
with a more widespread eruption, 
the thurfyl nicotinate area always 
showed the strongest reaction. It is 
obvious that thurfyl nicotinate makes 
the skin more reactive with regard to 
the purpuric reaction. This phenom- 
enon has become a valuable aid in 
making the provocation tests more 
sensitive. 

Positive reactions were observed 
after provocation with tartrazine, 
Sunset Yellow, and New Coccine, all 
of which are azo dyes. No reactions 
were observed after provocation with 
Patent Blue V. Positive reactions 
were also obtained after benzoate so- 
dium, 4-hydroxybenzoic acid, and as- 
pirin. The pattern of positive reac- 
tions varied (Table 2). 

As the purpura is not visible until 
eight to ten hours after the provoca- 
tions, the ideal interval between the 
test doses seems to be about 10 to 12 
hours. For practical reasons, however, 
the intervals between the provocation 
doses have been only one to two 
hours. The lowest dose required to in- 
duce a purpuric reaction in our pa- 
tients is, therefore, not known. On a 
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few occasions, however, only one or 
two doses have been given. Thus, pur- 
pura has been registered after ad- 
ministering aspirin (50 mg), 4-hy- 
droxybenzoie acid (50 mg), Sunset 
Yellow (5 mg), and New Coccine (1 
mg). 

A detailed history after the posi- 
tive provocations has revealed a cor- 
relation between the intake of colored 
food and drugs and the recurrence of 
symptoms in all patients. All patients 
have improved on a diet free from 
these compounds, and in five of them, 
relapses have been associated with a 
failure to keep to the diet. The exist- 
ence of a hypersensitivity in these 
patients to various azo dyes, benzo- 
ates, and salicylates seems evident. 
Whether this hypersensitivity is the 
only cause of the syndrome cannot be 
stated with certainty without further 
investigation. The possibility of a 
changed reactivity pattern induced 
by a preceding infection cannot be 
excluded. Neither the mechanism by 
which the food and drug additives in- 
duce the purpuric reaction nor the 
cross-reaction of the benzoates and 
azo dyes is yet known. The benzoate 
and azo dyes may have a metabolite 
in common which acts as a hapten or 
may, in some other way, influence the 
inflammatory system. 

As a decreased fibrinolytic activity 
has been found in various types of 
vasculitis,’ the fibrinolysis-enhancing 
drugs, phenformin and ethylestrenol, 
were tried in some of our patients 
with purpura. The positive therapeu- 
tic results with these compounds 
make desirable further studies of 
their influence on vascular purpura 


e 
induced by benzoates and azo dyes. In 
four of our patients, we found a de- 
creased sensitivity to the additives 
during such a treatment period. 

The patients have been observed 
for only a little more than a year 
and it is not known if their hyper- 
sensitivity will persist. In one pa- 
tient, who has not had any purpura in 
the last six months, the reactions to 
thurfyl nicotinate after provocations 
were much weaker than in the begin- 
ning. In other patients, however, the 
reactions after provocations are still 
of the same intensity. 

The high frequency of purpura re- 
actions after administration of azo 
dyes and benzoates in our patients in- 
dicates that these substances are of 
great importance in many cases of al- 
lergic vasculitis. A regimen free 
from dyes, benzoates, and salicylates 
should be recommended for this 
group of patients. 


This investigation was supported by the Swed- 
ish Medical Research Council (project B73-19X- 
169-08C) and the Schaumman, the Finsen, and 
the Welander foundations. 


Nonproprietary Name and 
Trademark of Drug 


Ethylestrenol—Mazibolin. 
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Irritant Contact Stomatitis 


in Chronic Renal Failure 


Gordon B. Newell, MD, Orville J. Stone, MD, Galveston, Tex 


Necrotic and ulcerative lesions of the 
oral mucous membranes occurred in five 
patients with chronic renal failure. All 
were receiving a solution of 9.8% sodium 
citrate and 14% citric acid (Shohi solu- 
tion) orally to alleviate metabolic aci- 
dosis. The lesions were reproduced ex- 
perimentally in rabbits and were shown to 
be due to a direct primary irritant effect of 
the Shohi solution. Such lesions probably 
occur more commonly than is generally 
known. It is suggested that Shohl solution 
be diluted when used by patients who 
have difficulty swallowing or poor oral hy- 
giene. 


he purpose of this paper is to 
call attention to a primary irri- 
tant contact stomatitis in patients 
with chronic renal failure. The lesions 
were caused by a solution of 9.8% so- 
dium citrate and 14% citric acid 
(Shohl solution), which was used to 
treat metabolic acidosis. 

We have seen five patients recently 
with chronic renal failure, all of 
whom had distinctive lesions of the 
oral mucous membranes. The common 
causes of cheilitis, stomatitis, and 
glossitis were considered, but none 
seemed likely to be responsible for 
the lesions. The appearance of a pri- 
mary irritant contact stomatitis led 
us to suspect that Shohl solution was 
the cause. 

While it is not the purpose of this 
paper to review chronic renal failure, 
a few points about it are worth men- 
tioning. The metabolic acidosis in re- 
nal failure occurs because of the fail- 
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ure of the kidney to (a) excrete 
nonvolatile acids, (b) produce am- 
monia, or (c) in some cases, conserve 
plasma bicarbonate, or all three.: The 
acidosis progresses until hydrogen ion 
production is balanced by excretion 
and bone buffering.’ If the plasma bi- 
carbonate level falls below 15 to 18 
mEdq/liter and does not respond to a 
low-protein diet, the administration 
of alkali, such as Shohl solution, is 
beneficial. Alkali administration is 
useful for the following reasons, as 
discussed by Strauss and Welt*: (a) 
acidosis probably contributes to ano- 
rexia and nausea in patients with re- 
nal disease; (b) acidosis exaggerates 
hyperkalemia; (c) chronic metabolic 
acidosis probably contributes to the 
development of renal osteodystrophy 
by a titration of bone salts; (d) mild 
dyspnea on exertion frequently devel- 
ops in chronic uremic acidosis; (e) 
metabolic acidosis induces venocon- 
striction and depresses myocardial 
contractility, which renders patients 
susceptible to pulmonary edema when 
given salt loads; (f) acidosis may 
cause lethargy and somnolence; (g) a 
severe decompensated acidosis may 
result if an additional alkali loss 
(diarrhea) or acid load is imposed on 
patients who have low plasma bicar- 
bonate levels. 

Sodium bicarbonate may cause ab- 
dominal discomfort and belching. An 
alternative alkalizing salt is sodium 
citrate, usually given in the form of 
Shohl solution.‘ This is prepared by 
dissolving 140 gm of citric acid and 98 
gm of hydrated crystalline salt of so- 
dium citrate in distilled water to a 
final volume of 1 liter.*^ The final so- 
lution contains sodium in a concentra- 
tion of 1 mEq/ml. The pH is 3.5. Cit- 
ric acid makes the mixture more 
palatable; in addition, by providing 
an acid buffer, it may enhance cal- 


cium absorption from the bowel.** 
The solution also provides extra so- 
dium to remedy any sodium leak pres- 
ent.' 

In the body, sodium citrate is con- 
verted to sodium bicarbonate, while 
the citric acid is dissipated as carbon 
dioxide and water.’ The usual dose is 
25 to 75 ml/day in divided doses.’ 

As we have learned, Shohl solution 
may be harmful, particularly in som- 
nolent or somewhat lethargic pa- 
tients. 


Report of Cases 


CASE 1.—A 34-year-old black woman was 
hospitalized at the University of Texas 
Medical Branch Hospital because of 
chronic renal failure with anasarca due to 
diabetic nephropathy. She developed se- 
vere necrotic lesions on the buccal mucosa 
and white necrotic plaques on her tongue 
and lower lip (Fig 1 and 2). Cultures grew 
Enterobacter cloacae, enterococcus, Staph- 
ylococcus albus, a-hemolytic streptococcus, 
and Neisseria species. Antimonilial ther- 
apy had been unsuccessful. She had been 
taking Shohl solution, 30 ml/day, for one 
week, during which stomatitis, cheilitis, 
and glossitis developed. The dosage of 
Shohl solution was reduced, and hydrogen 
peroxide solution and tetracycline hydro- 
chloride suspension (125 mg/5 ml) were 
used as mouthwashes. The lesions were im- 
proving at the time of her discharge from 
the hospital. The blood urea nitrogen 


(BUN) values ranged from 105 to 165 : 


mg/100 ml. 

CASE 2.—A 16-year-old black girl was 
hospitalized because of polymyositis and 
chronic glomerulonephritis with anasarca 
and renal failure. She had received 40 ml of 
Shohl solution daily for seven days. Two 
days after that course of therapy, she was 
noted to have white necrotic lesions on the 
buccal mucosa and the undersurface of the 
tongue. A crusted, ulcerated, fissured cheil- 
itis was also present (Fig 3). Treatment of 
the cheilitis consisted of application of an 
ointment containing neomycin sulfate, 
bacitracin, polymyxin B sulfate, and 
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Fig 1.—White necrotic plaques on un- 
dersurface of tongue (arrows). 





Fig 2.—Similar lesions on inner surface 
of lower lip (arrows). 


Fig 3.—Severe ulcerated lesion on inner 
surface of lower lip. 


Fig 4.—White necrotic lesion on under- 
surface of tongue (arrow). Patient was 
not aware of lesion. 
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hydrocortisone and the use of hydrogen 
peroxide solution and erythromycin ethyl- 
succinate suspension (200 mg/5 ml) as 
mouthwashes. Because she responded well, 
therapy with Shohl solution was reinsti- 
tuted, and she had no further difficulty. 
The BUN values ranged from 53 to 198 
mg/100 ml. 

CASE 3.—A 47-year-old black woman was 
hospitalized because of chronic renal fail- 
ure due to chronic pyelonephritis. She was 
also receiving treatment for a lower-uri- 
nary tract infection and gout. She had re- 
ceived a dosage of Shohl solution of 40 ml 
daily for three days on two occasions, 
shortly before edematous, white necrotic 
areas were noted on the buccal mucosa and 
the tongue. She received treatment with 
hydrogen peroxide solution and erythro- 
mycin ethylsuccinate suspension (200 mg/5 
ml), which were used as mouthwashes. 
Some improvement was noted, but the pa- 
tient died a short time later. The BUN val- 
ues ranged from 60 to 192 mg/100 ml. 

Case 4.—A 56-year-old Spanish-Ameri- 
can woman was hospitalized with multiple 
myeloma, anemia, and secondary renal in- 
sufficiency. She had a collapsed fourth tho- 
racic vertebra and was paraplegic. She had 
received a dosage of Shohl solution of 40 ml 
daily for 18 days when white necrotic 
plaques and ulcers on the tongue and the 
lips were noted. Earlier, she had been 
treated with procarbazine hydrochloride, 
melphalan, prednisone, allopurinol, ampi- 
cillin, cephalothin sodium, and potassium 
chloride elixir. When the ulcers occurred, 





e. 

the white blood cell count was 3,200/cu 
mm, with 94% polymorphonuclear Jeuko- 
cytes. The oral lesions responded to ther- 
apy with hydrogen peroxide solution and 
erythromycin ethylsuccinate suspension 
(200 mg/5 ml), which were used as mouth- 
washes. The patient developed seizures 
and pneumonia, became comatose, and 
died shortly thereafter. The BUN values 
ranged from 30 to 198 mg/100 ml. 

Case 5.—An 18-year-old white man who 
had minimal mental retardation and end- 
stage chronic renal failure was hospi- 
talized. He was seen in consultation by the 
dermatology service because of a perianal 
dermatitis. It was noted that he had been 
receiving 30 to 40 ml of Shohl solution daily 
for five months. Although the patient was 





Fig 5.—Lesion (arrow) reproduced on 
oral mucous membranes of rabbit. 


Fig 6.—Biopsy specimen of induced lesion in rabbit. There is spongiosis in upper and 
middle epidermis with exocytosis, primarily of polymorphonuclear leukocytes. Corium is 
edematous, with mild polymorphous infiltrate (hematoxylin-eosin, x 125). 
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not aware of any oral lesions, examination 
revealed white necrotic areas on the 
tongue and the buccal mucosa (Fig 4). He 
died four days later. The BUN values 
ranged from 294 to 348 mg/100 ml. 


Investigations 


A freshly prepared sample of Shohl 
solution was obtained, as was a 
sample of the solution used to treat 
patient 2. Closed patch tests on the 
shaved abdominal skin of a rabbit 
were negative at 24, 48, and 72 hours 
with both samples. A cotton pledget 
soaked with Shohl solution was held 
under the upper lip of a rabbit for 15 
minutes. With tests of both samples 
of the solution, the clinical lesions de- 
veloped (Fig 5) in 24 hours. A biopsy 
specimen showed acute stomatitis 
consistent with a primary irritant re- 
action (Fig 6). 


Comment 


In his classic description of uremic 
stomatitis in 1889, Barié* described 
two forms of the disease: The er- 
ythemopultaceous type was charac- 
terized by a thick, gray exudate cov- 
ering a dry, burning, nonulcerated 
mucosa. The rare ulcerative form was 
similar except for underlying mucosal 
ulcerations. 

Uremic stomatitis apparently is a 
chemical burn due to ammonia. As re- 
viewed by Halazonetis and Harley’ 
and Gruskin et al," bacterial urease 
associated with calculus acts on the 
high concentration of salivary urea 
and forms the ammonia. 

While some* relate uremic stoma- 
titis to the peak level of blood urea, 
others? note no difference in the se- 
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verity of uremia in patients with and 
without mucosal lesions. In our cases, 
the blood urea levels bore no constant 
relationship to the appearance of the 
oral lesions, nor did the lesions re- 
semble uremic stomatitis. 

We have described clinically and re- 
produced experimentally a primary 
irritant contact stomatitis due to 
Shohl solution. We have learned that 
the lesions may be insidious in onset, 
and they probably occur more com- 
monly than is generally known. 

It is important to emphasize that 
the lesions appeared in patients who 
were somewhat lethargic and somno- 
lent. While able to swallow fluids, 
they nonetheless apparently allowed 
small amounts of Shohl solution to 
pool in the mouth; as a result, lesions 
appeared. 

Effective treatment consisted of 
discontinuing the use of Shohl solu- 
tion and employing hydrogen perox- 
ide and antibiotic suspensions as 
mouthwashes. 

Some authors recommend* or sug- 
gest’ diluting Shohl solution with wa- 
ter or mixing it with fruit juices or a 
carbonated beverage. After asking 
physicians at several medical centers 
what they were using, we found that 
many were prescribing Shohl solution 
in undiluted form for their patients. 
Based on the clinical experience re- 
ported in this paper, it seems that 
Shohl solution should be diluted when 
used by patients who might have dif- 
fieulty with oral hygiene or swallow- 
ing. 

While uremic gastritis remains a 
subject of controversy,'*'* it seems 
reasonable to think that a solution 
that causes a primary irritant reac- 


tion on the oral mucous membranes 
could be irritating to other portions 
of the gastrointestinal tract. 


Nonproprietary Names 
and Trademarks of Drugs 


Allopurinol—Zyloprim. 

Cephalothin sodium—Keflin. 
Melphalan—Alkeran. 

Procarbazine hydrochloride—Matulane. 
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Three cases of acute pernio or chil- 
blains are described in children who wore 
shoe boots. This dermatosis occurred on 
the plantar surface of only one foot, about 
24 hours after exposure to a cold and wet 
environment. The lesions consisted of 
painful, tender, bluish-red nodules that 
lasted about ten days to two weeks and 
then resolved. The histologic examination 
showed involvement of deep dermal blood 
vessels by an infiltrate of lymphocytes, 
neutrophils, and eosinophils. There was 
also thickening of the walls of the vessels 
and intimal proliferation leading to obliter- 
ation of the vascular lumina. 


e have seen several children in 
the past few years with tender 
bluish-red nodules on their feet. They 
all had worn shoe boots and were ex- 
posed to a cold and wet environment. 
The clinical and microscopic findings 
in three of these children are dis- 
cussed. 


Report of Cases 


CASE 1.—A 6-year-old girl was seen on 
Feb 22, 1972, with tender bluish-red nod- 
ules on the ball and heel of the left foot as- 
sociated with linear streaks involving the 
medial surface of the foot. This child had 
played in the snow the day before the 
eruption appeared. She had worn fleece- 
lined boots, which had gotten wet from the 
snow. Her sister developed similar symp- 
tams about the same time. Because of the 
red streaks involving the foot, a diagnosis 
of acute chilblains with associated lymphan- 
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Shoe Boot Pernio 


Ralph J. Coskey, MD, Amir H. Mehregan, MD, Detroit 


gitis was made. The possibilities of cold 
pannieulitis, vasculitis, cellulitis, and er- 
ythema nodosum were also considered. The 
child was treated with erythromycin and 
bed rest, and the problem resolved in one 
week. However the problem recurred on 
March 13, 1972, after cold exposure. Mul- 
tiple tender nodules appeared on the right 
foot, but resolved after a period of two 
weeks. 

The patient was seen once more on Nov 
21, 1972, with a similar problem. An at- 
tempt to reproduce the lesions with appli- 
cation of an ice cube for 60 seconds was un- 
successful. Again she had worn wet shoe 
boots. At that time a biopsy specimen was 
obtained. 

CASE 2.—A 10-year-old girl was seen on 
March 16, 1973, because she had three ten- 
der, purplish, 1-em nodules on the left heel 
as well as one each on the ball and the first 
toe of the same foot. They had been pres- 
ent for five days. She had worn shoe boots, 
the lining of which had become wet one 
day before the onset of the problem. A 
biopsy specimen was obtained from one of 
the lesions to rule out acute chilblains, cold 
panniculitis, vasculitis, and erythema 
nodosum. The lesions resolved in one week, 
after bed rest and salicylate therapy. 

CasE 3.—A 7-year-old girl was seen on 
March 30, 1973, because of multiple tender, 
purplish-red nodules, measuring about 1 
em in diameter on the ball of the left foot. 
They had been present for two days and 
had appeared one day after she fell in a 
pond while wearing shoe boots. Application 
of an ice cube to the forearm for one min- 
ute did not reproduce a lesion. A biopsy 
specimen was obtained from the foot to 
rule out chilblains, erythema nodosum, and 
cold panniculitis. The girl's dermatosis re- 
solved in one week. 


Histopathologic Findings 


Histologic findings were similar in 
all three cases examined. There were 


no important changes of the epi- 
dermis. Throughout the corium, there 
was a mild perivascular inflamma- 
tory cell infiltrate. Involvement of 
blood vessels was present at the level 
of sweat coils in the junction of the 
corium with the subcutaneous fat tis- 
sue. Medium-sized arteries were in- 
volved by infiltration of lymphocytes, 
a few histiocytes, neutrophils, and eo- 
sinophils. There was thickening of the 
walls of arteries and intimal prolifer- 
ation, leading to occlusion of vascular 
lumina. Lymphocytic infiltrate also 
surrounded medium-sized veins in 
this area. The inflammatory cell infil- 
trate extended between the fat cells 
in several locations. However, there 
was no evidence of true panniculitis 
or fat cell necrosis. There was some 
swelling of the secretory cells of ec- 
crine sweat coils. Occasionally, sweat 
ducts were found to contain a few 
leukocytes (Fig 1). 


Comment 


The possibility of cold pannieulitis' 
was strongly considered in the differ- 
ential diagnosis of these cases. Cold 
pannieulitis is characterized by pain- 
ful nodules or plaques that occur over 
areas exposed to cold. Skin lesions can 
be reproduced by application of an ice 
cube and the histologic findings con- 
sist mainly of an acute adiponecrosis. 

However, in the three cases re- 
ported, the pathologic changes in- 
volved dermal blood vessels at the 
level of sweat coils. The subcutaneous 
fat tissue was not primarily involved, 
and a lesion could not be reproduced 
by application of an ice cube to the 
skin. 
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sel shows thickening of wall and intimal proliferation. Surrounding infiltrate is made of 
lymphocytes, histiocytes, neutrophils, and eosinophils (hematoxylin-eosin, original mag- 


nification x 225). 


Erythema nodosum should also be 
ruled out. The feet would be an un- 
usual location and the lesions of 
erythema nodosum are somewhat 
larger than those present in our cases. 
The two conditions differ in that the 
capillaries were involved in our cases 
while in erythema nodosum usually 
the veins are more severely affected, 
often with areas of epithelioid cells 
and giant cell infiltrate. 

Anaphylactoid purpura certainly 
has to be ruled out, since our cases 
showed involvement of capillary ves- 
sels with endothelial swelling and in- 
filtration of their walls with chronic 
inflammatory cells. However, anaphy- 
lactoid purpura is located primarily in 
the upper dermis and almost always 
shows "leukocytoclasis" and extrava- 
sation of red blood cells (RBC), while 
most of the histopathologic findings 
in our cases were in the subcutaneous 
tissue. Also our cases did not show nu- 
clear dust or extravasation of RBC. 

Our cases best fit into the classifi- 
cation of acute pernio or acute chil- 
blains. This condition occurs most 
commonly in adolescent girls and less 
often in younger children. It is proba- 
bly due to vasospasm, secondary to 
exposure to a cold environment. If the 
environment is wet, it increases the 
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intensity of the reaction by further 
lowering the body termperature and 
increasing the vascular tone.’ 

The lesions that occur in acute per- 
nio have been described as reddish or 
bluish-red edematous patches or nod- 
ules that are usually bilateral and 
symmetrical on the lower legs and 
less commonly on the toe, heels, nose, 
and ears. They itch and burn and in 
severe cases may form vesicles and 
hemorrhagic bullae. They usually 
clear in seven to ten days.^* 

According to one source, the histo- 
logic structure of acute pernio is that 
of nonspecific inflammation in the 
papillary dermis.’ Chronic pernio is 
characterized by intimal prolifera- 
tion, thickening of the walls of the ar- 
terioles, and perivascular infiltration 
of lymphocytes and neutrophils.’ Oc- 
clusive vascular changes may lead to 
fat necrosis, chronic inflammation of 
subeutaneous fat, atrophy of fat and 
replacement with fibrous tissue.** 
The histologic structure of our cases 
was similar to that of an early stage 
of chronic pernio. 

Our patients developed lesions af- 
ter exposure to cold and dampness. 
They all had worn shoe boots, the lin- 
ing of which had become wet. A shoe 
boot (Fig 2) is a boot made with a wa- 





Fig 2.—Shoe boot. 


terproof outer covering and insu- 
lated inner lining. It is generally 
worn in cold weather to keep the feet 
warm and dry. The dampness or wet- 
ness of this lining did not evaporate 
because of the waterproof outer part 
of the boot. This caused persistent 
vasospasm with resulting lesions on 
the feet. This type of pernio was dis- 
tinctive in that it was unilateral, only 
on the feet and occurred in children 
wearing shoe boots. 

The treatment of this condition is 
prophylaxis. Parents should be ad- 
vised not to let their children wear 
shoe boots with a wet lining. If the 


acute lesions should occur, therapy- 


with salicylates, elevation of the 
lower extremities, rest, and of course, 
a warm environment should be pre- 
scribed. 


References 


1. Solomon LM, Beerman H: Cold panniculi- 
tis. Arch Dermatol 88:897-900, 1961. 

2. Short JM: Pernio, in Demis JD, et al (eds): 
Clinical Dermatology. Hagerstown, Md, Harper 
& Row Publishers, 1972, vol 2, section 7-39. 

3. Montgomery H: Dermatopathology. New 
York, Paul B Hoeber Co, 1967, vol 2, pp 661-663. 

4. Allen EV, Barker NW, Hines EA: Periph- 
eral Vascular Disease, ed 3. Philadelphia, WB 
Saunders Co, 1967, pp 176-187. 


Shoe Boot Pernio/Coskey & Mehregan 57 


& c 


* 
Z2 


. Sa 


Pereutaneous Penetration 
of Hydrocortisone With Urea 


Robert J. Feldmann, MD, Howard I. Maibach, MD, San Francisco 


One percent '*C-hydrocortisone acetate 
in a cream vehicle with and without 1096 
urea was applied to the ventral forearm of 
five adult male volunteers in a crossover 
experiment. Using the urinary recovery of 
^C as an index of penetration, the addi- 
tion of urea to the cream increased pene- 
tration approximately twofold. 


£. is used in dermatopharma- 
cology in two ways: as an active 
agent itself and combined with other 
active pharmacologic agents. In the 
former instance, urea is employed in 
the treatment of various not com- 
pletely defined xerotic states; in the 
latter, urea has been combined with 
hydrocortisone for eczema therapy. 
Double-blind controlled clinical bioas- 
says have demonstrated increased ef- 
ficacy of a topical corticoid in a cream 
vehicle containing urea compared 
with that of a similar vehicle without 
urea." Urea's molecular mechanism 
of action in either instance is un- 
known. 
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If urea increases the percutaneous 
penetration of hydrocortisone, this 
would provide one mechanism for the 
inereased efficacy of corticoid-urea 
combinations. Using crossover experi- 
mental design, this report demon- 
strates a significant increase of hy- 
drocortisone penetration with the 
addition of urea to a cream vehicle. 


Method 


4-"C-hydrocortisone acetate was pre- 
pared by a commercial manufacturer. Its 
purity was checked in this laboratory and 
found to be greater than 99%. The urea- 
containing cream consisted of 1% hy- 
drocortisone acetate; 10% urea; 23% 
emollients, including stearic acid, isopropyl 
myristate, isopropyl palmitate,  poly- 
alkyloxy fatty acid ester, and cetyl alcohol; 
5% other pharmaceutical aids, including 
carboxy vinyl polymer, propylene glycol, 
xanthan gum, triethanolamine stearate, 
sodium lauryl ether sulfate, sodium bisul- 
fite, edetate disodium, perfume and 61% 
water. 

In the other cream, 10% urea was 
omitted and the amount of water was in- 
creased by 10% to 71% so that the other in- 
gredients would be at the same concentra- 
tion in the cream as in the 10% urea cream. 

Forty microcuries of hydrocortisone dis- 
solved in methanol benzene was placed in a 
specially made 1.5-inch diameter shallow 
rubber dish. Unlabeled hydrocortisone ace- 
tate dissolved in ethanol was added to 
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make a total of 8 mg. The solvent was re- 
moved by heating the mixture under an in- 
frared lamp. Just before application, 800 
mg of the cream (either with or without 
urea) was added to the dish and well spatu- 
lated. 

Five normal male adult subjects were 
studied. One hundred-milligram doses 
were removed from the dish by weighing 
and deposited in a thin film on the ventral 
aspect of each subject’s forearm. The area 
of coverage was measured. All urine was 
collected from each subject for ten days: 
the first day in three four-hour periods and 
then a 12-hour period. Aliquots of each 
sample were analyzed for carbon 14. 

Carbon 14 was determined in each urine 
aliquot by wet washing 5 ml and collecting 
the resulting carbon dioxide in ethanol- 
amine.‘ After adding scintillating solution, 


Table 1.—Hydrocortisone 
in a Cream Vehicle With 
and Without Urea* 


With Urea 


Subject Without Urea 


Mean 


- SD  049320.238 1.016 0.114 





* This represents ten-day urinary recovery 
expressed as percent of applied dose. See 
text for details. 


PN 


Table 2.—Urinary Excretion of "C Over Ten Days* 


Amount of "C, % of Applied Dose per Hour 


Time Period 


— (0) -1 0 o> WY 


eo 


* Mean of five subjects in study. 


the samples were counted in a liquid scin- 
tillation counter. The “C content of each 
urine sample was computed, expressed as 
the percent of the dose applied, and tabu- 
lated by the subject with the use of a com- 
puter. Results were corrected for the fact 
that 65.596 of a parenteral dose of hydro- 
cortisone is excreted in the urine. The 
count rate in the combusted samples rose 
three to five times above background 
levels. 

The same five subjects were used for 
both phases of the experiment, using the 
crossover design method. The urea cream 
was studied first, and three weeks later, 
the control cream was studied. Washing 
was prohibited for 24 hours. The skin areas 
were not protected or covered by artificial 
means to avoid the enhancement of pene- 
tration that follows occlusion. 


Results 


One hundred milligrams of cream 
covered an average area of 66 sq cm 
on both occasions. The amounts of hy- 
drocortisone systemically absorbed 
are shown in Tables 1 and 2; 1.02% 
was absorbed with the urea-contain- 
ing cream, while 0.49% was absorbed 
with the cream containing no urea. 
Thus, the incorporation of 10% urea 
appears to approximately double the 
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Without Urea 


0.004 





With Urea 


0.005 
.004 
.007 

0.010 


0.009 
.006 
.003 
.003 
.001 
.003 
.002 
.003 

0.001 





eutaneous penetration of hydrocor- 
tisone acetate. Statistical analysis 
shows this difference to be highly sig- 
nificant (P «.003). 


Comment 


How does one place this twofold in- 
crease in penetration of hydrocorti- 
sone in perspective and is this in- 
crease responsible for the increased 
efficacy of corticoid urea combina- 
tions? The only comparable experi- 
mental data contrast the penetration 
of hydrocortisone in a rapidly evapo- 
rating acetone solution with that of a 
similar solution to which dimethyl 
sulfoxide was added. In the study 
using dimethyl sulfoxide, the experi- 
mental model differed in that hydro- 
cortisone alcohol was examined, 
rather than the acetate, as in the 
present study. We noted that di- 
methyl sulfoxide increased the pene- 
tration of hydrocortisone alcohol 
about fourfold. By comparison, plastic 
film occlusion increased penetration 
approximately tenfold.* Thus, the ad- 
dition of 10% urea to this cream ve- 
hicle increased penetration of a mag- 
nitude somewhat less than that of 


dimethyl sulfoxide, and much less. 


than that obtained from plastic film 
occlusion. 
It is our judgment, based on these 


! 2d 
[5 | 


results, that the reported increased X3 


efficacy of the combination may be 
due, at least in part, to the ability of 
urea to enhance penetration. Other 
factors may also be involved. The 
method preparation of the cream was 
the same for both phases of the study; 
crystal size should have been uniform 
at the start. The difference in pene- 
tration may be related to urea’s influ- 
ence on the crystal size of the corti- 
eoid. The absorption of 1% of the 
hydrocortisone acetate from a 1% 
cream, however, would be unlikely to 
produce a measurable systemic corti- 
costeroid effect.’ 


Ted Tromovitch, MD, and Gordon Dow pre- 
pared the formulations used in this study. 


Nonproprietary Name and 
Trademarks of Drug 


Hydrocortisone—Cort-Dome, Cortef, Cor- 
tril. 
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Pigmentation in Comedones 


Kays H. Kaidbey, MD, Albert M. Kligman, MD, PhD, Philadelphia 


Histologic study of facial skin biopsy 
specimens from black and white subjects 
disclosed why blackheads are pigmented 
only at the tip. 

In normal skin, dopa-positive mela- 
nocytes were found only in the superficial 
infundibular region of sebaceous fol- 
licles. In closed comedones, the mela- 
nocytes were in the same superficial loca- 
tion and they produced only a tiny amount 
of microscopically visible melanin. In 
open comedones, numerous, large, enzy- 
matically active, melanocytes were pres- 
ent in the uppermost portion, dis- 
appearing completely one third of the way 
down. 

Because of the superficial location of 
melanocytes, only keratinocytes near the 
orifice can acquire melanin. 


he black discoloration found at 

the tip of open comedones, or 
blackheads, has provoked considerable, 
speculation. Patients very often at- 
tribute the pigmentation to exoge- 
nous soil or dirt, while scientists gen- 
erally hold more sophisticated notions 
involving the presence of reduced lip- 
ids and keratin. Recently, Blair and 
Lewis, using histochemical tech- 
niques, established beyond doubt that 
the pigment in comedones is melanin. 
This finding was confirmed by Good- 
head, using electron spin resonance 
studies. Blair and Lewis keenly ob- 
served that the degree of pigmen- 
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tation paralleled that of the in- 
tegument. The comedones of albino 
subjects, for example, did not contain 
any melanin granules. 

The source of the pigment in open 
eomedones, however, is unknown. 
Blair and Lewis' studied extracted 
comedones and not skin biopsy speci- 
mens. The questions to which we ad- 
dressed ourselves were as follows: 
Why is the pigment concentrated at 
the tip? Why is pigment apparently 
lacking in closed comedones? How are 
melanocytes distributed in sebaceous 
follicles and in comedones? 


Materials and Methods 


Full-thickness specimens of skin con- 
taining open and closed comedones were 
excised from the foreheads of young men. 
Three open and three closed comedones 
were obtained from three different white 
subjects and the same number were ob- 
tained from the black subjects. Normal 
forehead skin was also obtained from the 
same subjects. The specimens were placed 
in 10% formaldehyde solution (formalin) 
for 30 minutes and then incubated over- 
night at 37 C in dopa (phosphate buffer, pH 
7.4), dehydrated, and embedded in paraf- 
fin. Eight-micron-thick serial sections were 
prepared, some of which were stained with 
the following: hematoxylin-eosin, toluidine 
blue, and Fontana ammoniated silver. 


Results 


Normal Skin of Forehead.—Mela- 
nocytes were distributed throughout 
the basal layer of the epidermis and 
extended into the uppermost portion 
of the sebaceous follicles (Fig 1). They 
were strictly confined to the upper in- 
fundibular portion. No enzymatically 
active or cytologically recognizable 
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melanocytes were found lower down, 
within the canal itself. The melano- 
cytes’ density was similar in whites 
and blacks. Of course, the keratino- 
cytes in the epidermis of blacks con- 
tained more melanin. Melanization 
was decreased in the infundibular 
region. 

Open Comedones.—Dopa-positive 
melanocytes with short and incon- 
spicuous dendritic processes were 
seen in the subsurface part of the 
thinned-out epithelium, which lined 
the comedones in both whites and 
blacks (Fig 2 and 3). In the uppermost 
region of the epithelium, melanin 
granules were found in keratinocytes 
and in corneocytes of the comedo it- 
self in proportion to skin color. The 
granules were, naturally, scarcer in 
whites. The dendrites of the mela- 
nocytes were more elaborate in blacks 
and contained more pigment. Many 
pigment clumps were located in the 
horny mass at the level encircled by 
the melanocyte-bearing epithelium. 
The number of melanocytes dwindled 
from above and none could be ob- 
served more than about a third of the 
way down the comedo in blacks; the 
melanocytes were visible even less 
deeply down in whites. The propor- 
tion of melanocytes to keratinocytes 
was about the same as in the normal 
infundibulum. 

Closed Comedones.—Grossly, closed 
comedones were colorless, even in 
blacks. Neither in blacks nor whites 
were pigment granules easy to find; 
they were, however, sparsely present 
in keratinocytes and in cornified cells. 
Melanocytes were weakly reactive en- 
zymatically, were small, and pos- 
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dibular portion of normal sebaceous follicle of face (dopa-silver, 


original magnification x 140). 
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cesses ending abruptly (arrow) about one third down open 


comedo of white man (dopa, original magnification x 130). 


Fig 3.—Large melanocytes with conspicuous arborizing dendrites confined to subsur- 
face part (arrow) of epithelium of open comedo in black man (dopa-silver, x 280). 


sessed puny dendrites (Fig 4 and 5). 
They appeared to be decreased in 
number and were confined to the su- 
perficial portion of the comedo. 


Comment 


Starieco? found that, in the human 
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terminal hair follicle, pigment-pro- 
ducing melanocytes were confined to 
the infundibular region. Below this 
level, extending all the way to the 
bulbar portion, the external root 
sheath contained amelanotic mela- 
nocytes in about the same density as 
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Few weakly reactive melanocytes (cf Fig 
3) distributed in superficial portion of wall. 
Note pigment clumps at tip of keratinous 
core (dopa-silver, original magnification 
x 140). 


pigment-producing melanocytes in 
the infundibulum. These amelanotic 
melanocytes could be activated to 
produce pigment during regeneration 
of the epidermis. Staricco’s findings 
suggested that these inactive mela- 
nocytes migrated upward in the fol- 
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licle and became pigmented when 
they reached the infundibular region. 

The distribution of active mela- 
nocytes in the sebaceous follicles of 


` . the forehead corresponded to Star- 


icco’s observations regarding their 
frequency in the infundibulum. The 
active melanocytes produced more 
pigment in blacks. We have no evi- 
dence, however, of a population of 
melanocytes below this level. This 
question could only be settled con- 


 clusively by an electron microscopic 
study. We believe that the mela- 


nocytes are truly absent and not sim- 
ply unidentifiable. The transforma- 
tion of a follicle into a comedo did not 


^. disturb the function or distribution of 
active melanocytes. In closed come- 


dones, they were small, fewer in num- 
ber, and produced very little pigment. 
Sparse melanin granules were pres- 
ent in the horny cells, but this was 
only evident microscopically, not clin- 
ically. 

In open comedones, on the other 
hand, active melanocytes were con- 
spicuous in about the same superficial 
location as in the normal sebaceous 
follicle, taking into account the ex- 
panded dimensions of the follicular 
epithelium. 

These cells made an abundant 
amount of pigment, which they do- 
nated to nearby keratinocytes. Neces- 
sarily, only horny cells deriving from 
this superficial region acquired mela- 
nin. Hence, it is only the tip of the 
comedo that is pigmented, ie, the 
blackhead. The degree of pigmenta- 
tion is determined by the same fac- 
tors that control melanization in the 
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Fig 5.—Mature closed comedone with few melanocytes extending into superficial epi- 








y » ^ > 
(Ss AS ` 


thelium (arrows). Cells become more pronounced when transformation into open 
comedo occurs (dopa-silver, original magnification X 130). 


rest of the integument. Exposure to 
air and external "soil" has nothing to 
do with the apically distributed pig- 
ment. 

The size, number, and activity of 
melanocytes is much more pro- 
nounced in the open comedo. More- 
over, the pigment granules within the 
horny cells tend to be in large, irregu- 
lar, clumps, unlike their more even 
distribution in horny cells derived 
from the epidermis. One wonders 
then whether the granules at the ul- 
trastructural level are aggregated 
into phagosomes and are thereby dif- 
ferent from the individually discrete 
granules characteristic of black skin. 

What initiates melanization in 
open comedones? First, an open 
comedo is an older lesion and its turn- 
over time is slower; hence, the kerati- 


nocytes have a longer time in which 
to acquire pigment. Moreover, an 
open comedo is very much larger, and 
this alone, even if there were no pig- 
ment in the horny cells, would en- 
hance a dark appearance. More likely, 
the accumulation of "toxic" products 
in the huge, bacteria-rich bags of 
lipid soaked, horny kernels somehow 
stimulates melanin formation. In- 
creased oxygen tension in open come- 
dones also may be a factor. 
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ITCH AND INFLAMMATION OF PSORIASIS 


Stop psoriasis itch and inflammation with TOPSYN Gel. 
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Lubriderm's precise oil-in-water emulsion works in three 
effective stages for long-lasting relief from dry skin discomfort. 
First, Lubriderm's aqueous outer phase provides 
supplemental moisture to cool and help soften dry skin. Next, 
the inner phase emollients and humectants form a non- 
sticky, non-greasy protective film. 
Finally, Lubriderm's soothing protection remains on the 
„Skin for hours, allowing the supplemental moisture to hydrate 
- the skin. . . and helping prevent further loss of natural 
-. moisture. 
zi When you recommend Lubriderm, you recommend 
long-lasting relief for dry skin. 











r 
és 


ay ^ 








iPr rt^ T 


Vh fe ma ous d 





Lubriderm 
Lotion 


for dry skin 
contains lanolin 


SO rt Pyare 


Chapped and chated skin Also n TTC 


«In itchy skin associated with 


AS, moisturrzes CIs 


UNDU and windburn Smooths 
Vus unto «kin without stickintess 


neither greasy nor occ iusivi 


TEXAS PHARMACAI COMPANY 
San Antono. Texas 7824 


TEXAS PHARMACAL COMPANY San Antonio, Texas 78296 
x The company that cares for your patients’ skin. P age 


Case Reports 


Arch Dermatol/Vol 109, Jan 1974 


Vitamin E Treatment of 


Epidermolysis Bullosa 


Changes in Tissue Collagenase Levels 


Jerold D. Michaelson, MD; Jimmy D. Schmidt, MD; 
Mare H. Dresden, PhD; W. Christopher Duncan, MD, Houston 


Three patients with dystrophic epider- 
molysis bullosa (DEB) were treated with 
vitamin E, with the result that bullae 
formation ceased. Measurement of colla- 
genase activity in the blister areas re- 
vealed a reversion to normal collagenase 
activity after 30 days of vitamin E therapy. 
These findings tend to support the theory 
that DEB is influenced by the increase in 
the level of skin collagenase, and the in- 
creased collagenase activity directly in- 
fluences blister formation. 


pidermolysis bullosa (EB) com- 
prises a group of genetically de- 
termined syndromes that are charac- 
terized by the formation of bullae 
either in response to trauma or spon- 
taneously. Although this feature is 
common to the several EB syndromes, 
they are genetically distinct diseases. 
Pearson' has recently reviewed what 
he prefers to call the mechanobullous 
diseases and terms epidermolysis 
bullosa dystrophiea "dermolytie bul- 
lous dermatosis." 
The possible involvement of colla- 
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gen-degrading enzymes in the patho- 
genesis of dystrophic epidermolysis 
bullosa (DEB) was first suggested by 
Eisen, who demonstrated that there 
was a considerable increase in col- 
lagenase activity in the friction 
bullae and a lesser increase of colla- 
genase activity in the "normal" skin 
of these patients. These findings sub- 
stantiated the results obtained by La- 
zarus,? who interpreted the finding of 
localized elevated levels of colla- 
genase as being due to a secondary 
tissue reaction to chronic injury. He 
did not find increased collagenase ac- 
tivity in uninvolved skin. 

At the present time, no successful 
therapy exists for DEB. The report of 
Ayres and Mihan‘ indicating that 
vitamin E therapy might be helpful 
in the treatment of this condition 
caused us to investigate this possi- 
bility further. 

Three patients who had DEB were 
treated with vitamin E (p-alpha to- 
copherol). The effect of vitamin E on 
the clinical appearance and colla- 
genase activity in the skin tissue of 
these three patients was studied. 


Report of Cases 


CasE 1.—An 11-year-old Mexican-Ameri- 
can girl began developing bullae at sites of 
trauma and friction at age 8. Her health 
was excellent up to the onset of her der- 
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. matological condition. She is the youngest 
of six children and is the product of a nor- 
mal pregnancy and delivery. There is no 
family history of any blistering or other 
skin diseases. 

Physical Examination Findings.— 
Bullae were present on the hands, fingers, 
elbows, knees, and feet. Many of these 
bullae were infected. Scarring was present 
on the feet, hands, and knees. Several toe- 
nails were absent. 

Laboratory Studies.—Laboratory studies 
: showed normal results, except for a white 
blood cell count (WBC) of 16,000/cu mm, 
with a left shift. A biopsy specimen of a 
bullous lesion on the hand showed a subepi- 
dermal bulla that indicated a diagnosis of 
. epidermolysis bullosa. 

Course.—During the first two years un- 
der our care, she was treated only with 
steroids that were topically applied under 
occlusion. The ruptured bullae frequently 
became infected, requiring courses of sys- 
temically administered antibiotics. Follow- 
up was erratic because the patient had to 
travel long distances. No clear-cut benefi- 
cial effect of the steroid therapy was ever 
discerned. 

Treatment was initiated with a vitamin 
E dosage of 600 international units 
(IU)/day. No blisters developed after the 
15th day of treatment. After 30 days, the 
dosage was reduced to 300 IU/day, and the 
patient has remained blister-free for one 
year. Previously, the longest blister-free 
period was only 4 to 6 days. 

CasE 2.—A 14-year-old white girl had 
been developing bullous lesions at sites of 
trauma and friction since the time of birth. 
She has an older sister who also developed 
blisters at sites of trauma, but to a much 
lesser degree. The adult sister has only 
minimal scarring and is apparently now 
free of lesions. Neither parent has any per- 
sonal or family history of blistering dis- 
ease. 

Physical Examination Findings.—When 
the patient was first seen, she had marked 
scarring, atrophy, and many denuded ar- 
eas over the hands, legs, and feet. There 
were no fingernails or toenails. Severe ad- 
duction contractures of the thumbs, with 
limitation of motion in the metacarpopha- 
langeal joints and contractures of all the 
proximal interphalangeal joints, were 
present. A 45-degree fixed-flexion contrac- 
ture of the left ankle was present, but she 
retained motion of about 60 degrees in the 
right ankle. 

Laboratory Studies.—Laboratory studies 
showed normal results. An upper gastroin- 
testinal tract series and esophagram were 
normal. 

Course.—Prior to being seen by our ser- 
vice, the patient had been treated with nu- 
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merous preparations, without any marked 
decrease in bulla formation. She was 
treated with orally administered vitamin E 
in a dosage of 600 IU/day. No new vesicles 
or bullae occurred after two weeks of ther- 
apy. Treatment was continued for two ad- 
ditional weeks. Ten days after treatment 
with vitamin E was discontinued, bullae 
again began appearing at sites of trauma. 
The medication was restarted, and bullae 
ceased forming approximately two weeks 
later. She remained free of new bullae for 
three months while on a regimen of 300 
IU/day of vitamin E. Bullae then began to 
appear, and there was no response to 
treatment with 400 IU/day of vitamin E. 
The patient and her parents became dis- 
couraged and would not continue the vita- 
min E therapy. 

CasE 3.—A 12-month-old white girl has 
developed blisters on areas of trauma since 
birth. The blisters heal without scarring, 
but milia are present in the areas of heal- 
ing. There is no family history of blister- 
ing diseases. Results of physical examina- 
tion showed hemorrhagic blisters that 
were scattered on the trunk and all flex- 
ural areas of the hands and feet. There 
were pinkish, circular areas on the knuck- 
les, with whitish papules in these areas. 
Skin biopsy findings indicated a diagnosis 
of epidermolysis bullosa. 

Treatment was started with 100 IU/day 
of vitamin E, and the patient remained 
free of new blisters for a period of five 
months. She then began developing new 
bullae, and her parents increased the dos- 
age of vitamin E to 200 IU/day. She has 
remained free of blisters for the past four 
months while on a regimen of 200 IU/day 
of vitamin E. The parents refuse to allow 
the medication to be discontinued and will 
not permit biopsies to be made for studies 
of collagenase levels. 


Tissue Collagenase Studies 


Methods.—Skin specimens were ob- 
tained, under sterile conditions, by 4- 
mm punch biopsies from both in- 
volved and noninvolved areas. Biopsy 
specimens were obtained before and 
during vitamin E therapy in cases 1 
and 2. After excision, tissues were as- 
sayed in vivo for collagenolytic activ- 
ity, as described previously,^** on 
0.1% reconstituted collagen gels pre- 
pared from 0.5M NaCl-extracted guin- 
ea pig skin collagen that was labelled 
with '*C-glycine. After a four-day in- 
cubation period at 35 C in an atmo- 
sphere that was 5% CO, and 95% O,, 
the collagen gels were removed and 
centrifuged; radioactive collagen, 


rendered soluble by the action of col- 
lagenase, was determined in a liquid 
scintillation spectrometer. 

The sera from one patient (case 1) 
and one normal individual were as- 
sayed for inhibitory activity, by the 
radioactive-collagen-microgel tech- 
nique of Nagai and Gross, as used by 
Lazarus.’ 

Results.—In the two cases of EB in 
which collagenase levels were studied, 
the involved blister areas showed in- 
creased collagenase activity com- 
pared to collagenase activity in nor- 
mal, noninvolved skin (Table). After 
30 days of therapy with vitamin E, 
biopsy specimens from previously in- 
volved blister areas had collagenase 
levels that were within the normal 
range. 

The two sera (case 1 and one nor- 
mal control) that were assayed for in- 
hibitory activity both showed identi- 
cal inhibition of collagenase activity; 
this finding corroborates the results 
of Lazarus.’ 


Comment 


The clinical responses of our two 
patients substantiate those reported 
by previous investigators.''* Vita- 
min E therapy in these patients re- 
sulted in dramatic clinical improve- 
ment. In two patients (case 1 and 3), 
the results were such that the parents 
would not return the children for fol- 
low-up; the failure to return is proba- 
bly influenced by the fact that a pre- 
scription is not necessary to obtain 
vitamin E. In case 2, the patient ap- 
peared to respond to treatment with 
vitamin E, which was given initially 
at the higher dosage (600 IU/day); 
but she had flares at a dosage of 300 
IU/day. Why she failed to respond is 
not known, but a likely explanation is 
the low dosage. Smith and Miche- 
ner's* patients who had “relatively 
mild" dermolytic bullous dermatosis 
of the recessive type responded to 
treatment with 1,600 IU/day of vita- 
min E. Wilson's! patient required a 
dosage of 6,000 IU/day of vitamin E 
to regain control of the disease fol- 
lowing a flare. 

Since its recognition, the treatment 
of EB has uniformly been unreward- 
ing. The use of internally given medi- 
cations, such as chloroquine or hepa- 
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* Collagenase activity was measured as percentage of collagen gel solubilized during 


four-day incubation period at 35 C. 


T Control case; patient with DEB received no vitamin E therapy. 


rin sodium, have been unrewarding. 
Treatment with systemically admin- 
istered corticosteroids has attained 
minimal success, except in cases of 
life-threatening and severe exacerba- 
tions of the disease. Use of antibiotic 
therapy is a necessary adjunct in the 
treatment of this disease, since the le- 
sions are quite prone to secondary in- 
fection. Scarring may result if a sec- 
ondary infection is not adequately 
controlled. The scarring effects of the 
disease are cumulative; and in se- 
verely affected individuals, progres- 
sive debility due to contractures will 
ensue and require corrective surgery. 
Local measures, such as the topical 
application of steroids, are somewhat 
effective, but they must be used with 
caution in order to avoid dermal 
atrophy. 

We are hesitant to ascribe a direct 
role for collagenase in the pathogen- 
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esis of this disease, despite the dra- 
matic drop in enzyme activity follow- 
ing vitamin E therapy. Eisen’ 
believes that collagenase plays an im- 
portant role in the production of blis- 
ters in DEB. Lazarus, on the other 
hand, thinks that increased local lev- 
els of collagenase are a secondary tis- 
sue reaction to chronic injury. We 
cannot directly relate the effect of 
vitamin E either to inhibition of this 
enzyme's activity or to its synthesis. 
We are conducting in vitro studies of 
the effect of vitamin E on colla- 
genase, which may elucidate this 
problem. Nevertheless, the clinical 
improvement and decrease in colla- 
genase activity coincident with the 
administration of vitamin E are cer- 
tainly suggestive of a specific rela- 
tionship. We recognize that this re- 
port presents the results of an 
uncontroled study and that further 


' J 
confirmation from a study made un. 
der double-blind, randomized condi- 
tions is required. Additionally, the ef- 
fect of vitamin E in the other 


mechanobullous conditions must be : 


investigated. 


This investigation was supported by grant 
DRG-1170 from the Damon Runyon Memorial 
Fund for Cancer Research. 
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Localized Epidermolysis Bullosa 
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Report of Two Cases and Evaluation of Therapy With Glutaraldehyde 


Jean-Pierre DesGroseilliers, MD, FRCP(C), Paul Brisson, MD, Ottawa 


In two patients with localized epider- 
molysis bullosa (recurrent bullous erup- 
tion of the hands and feet or Weber-Cock- 
ayne syndrome), experimentally induced 
blisters were studied histopathologically. 
The blisters showed cleft formation in the 
suprabasal layer of the epidermis. Ther- 
apy with topically applied 10% glutaral- 
dehyde was found to be beneficial, but the 
irritant and skin-sensitizing side-effects 
of this chemical proved to be a limiting 
factor in its use. 


ocalized epidermolysis bullosa, 
or recurrent bullous eruption of 
the hands and feet (RBEHF), is a 
condition characterized by an auto- 
somal dominant inheritance pattern 
with recurrent blister formation on 
hands and feet following frictional 
trauma. As such, it is considered to be 
part of the category of "mechano- 
bullous diseases." The disease was 
first recorded by Elliot in 1895' when 
he described two cases of recurrent 
blistering of the hands and feet asso- 
ciated with hyperhidrosis and aggra- 
vated by warm weather. In 1926, 
Weber’ reported the case of a 4-year- 
old boy suffering from recurrent bulla 
formation on the feet during periods 
of hot weather. Cockayne,’ in 1938, 
wrote a comprehensive clinical and 
genetic study of the disorder, which 
dlso carries his name. 
Since the original description of the 
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disorder, many case reports have be- 
come part of the literature on it. 
Some patients show blistering of the 
feet only,^' while others show that of 
both the hands and feet.'^**'' In ad- 
dition, some have involvement of the 
feet, hands, and isolated sites else- 
where on the body surface.'^5'* On- 
set of clinically manifest features of 
both familial and sporadic forms of 
RBEHF has been reported to have oc- 
curred as early as 3 months of age by 
Franks et al^ and as late as 31 years 
of age by Winer and Orman.’ These 
variations in clinical observation have 
given rise to some confusion regard- 
ing classification. Most authors have 
chosen to regard the condition as a lo- 
calized but distinct form of simple 
epidermolysis bullosa. Consequently, 
the terms Cockayne syndrome, Weber- 
Cockayne syndrome, recurrent bul- 
lous eruption of the hands and feet, 
epidermolysis bullosa (Cockayne), and 
localized epidermolysis bullosa have 
been used interchangeably. 

The latest theories regarding the 
cause of RBEHF have been put forth 
by Pearson,?'* who postulates that 
the lesions of RBEHF occur second- 
ary to activation of abnormal epider- 
mal proteolytic enzymes following 
trauma or secondary to excessive ac- 
tion of normally present enzymes. 

There is no specific or satisfactory 
treatment for RBEHF except for 
avoidance of situations conducive to 
trauma. Various topical preparations, 
mainly antiseptics, desiccants, and 
astringents, have been used success- 
fully. Perhaps the reason for the suc- 
cess is that patients treated with 
these preparations were confined to 


bed, for when these patients resumed 
walking, immediate recurrence of the 
lesions followed. Therapy with hexa- 
metaphosphate powder, propanthe- 
line, and dapsone has been used with- 
out any apparent effect.'* 

Readett/ ^ administered triam- 
cinolone, 2 mg orally twice a day, to 
two children afflicted with RBEHF; 
one week after therapy was started, 
subsequent clearing of the blisters oc- 
curred, and there was no further de- 
velopment of new lesions while the 
patients received treatment. A re- 
lapse occurred, however, immediately 
following withdrawal of triam- 
cinolone therapy. 

Juhlin and Hansson” recently pro- 
posed the use of topical application of 
10% glutaraldehyde in the treatment 
of plantar hyperhidrosis. Therapy 
with 10% buffered glutaraldehyde was 
given to our patients. The solution 
was applied over the soles three times 
a week at bedtime. This treatment 
was chosen because of the well-docu- 
mented association between RBEHF 
and hyperhidrosis. 


Report of Cases 


CasE 1.—A 24-year-old woman sought 
medical attention because of recurrent 
blistering of the hands and feet. Since the 
age of 2 years, she had developed blisters 
on her feet every summer, especially dur- 
ing bouts of hot, humid weather after 
walking only a few city blocks. She recalled 
having had blisters on her hands after long 
periods of handwriting, once on her neck 
while wearing a shirt with a tight, starched 
collar, and once on her right buttock, pre- 
sumably due to friction with a label on the 
inner surface of an undergarment. Mucous 
membranes were always free of lesions. 
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The contents of the bullae have been 
mostly clear. The lesions usually dis- 
appeared within two weeks after their de- 


. velopment, leaving no scars. Functional 


enquiry disclosed no abnormalities, except 
that the patient complained of palmar and 
plantar hyperhidrosis. 

A family history could not be obtained 
because the patient had been adopted at a 
very early age, did not know her parents, 
and was unaware of any existing siblings. 

A physical examination also disclosed no 
abnormalities, except for the lesions on the 
soles of her feet. Several thick-walled 
bullae, varying in size from 0.8 mm to 1.5 
cm in diameter, were present over medial 
and lateral borders of the plantar aspects 
of both feet and also on the undersurfaces 
of the toes (Fig 1). The intact bullae con- 
tained a clear fluid, were tense, and were 
surrounded by no or minimal erythema. 
The rest of the integument as well as the 
mucous membranes, nails, hair, and teeth 
were all normal. There were no milia or 
scars at the sites of previous bullae. Slight 
hyperhidrosis was noted at the time of ex- 
amination of palms and soles. 

Case 2.—A 13-year-old girl was exam- 
ined because she had had recurrent blister- 
ing of the soles of both feet since the age 
of 6. The lesions occurred only during the 
summer months, after approximately five 
minutes of walking. Although there were 
no constitutional symptoms, she com- 
plained of pain after the blisters ruptured 
and hyperhidrosis. The lesions varied in 
size from 0.5 to 2 cm and healed spontane- 
ously within two to three weeks. Blistering 
in this case was strictly limited to the un- 
dersurfaces of the feet, and she never had 
mucous membrane lesions. The patient's 
only sibling, a brother, was free of der- 
matological problems, but the patient's 
mother, aged 47, had a similar problem. 

The apparent onset of the mother's dis- 
order occurred at age 20, and remission oc- 
curred at age 33. Only the feet were in- 
volved. Since that time, she has developed 
a few lesions each summer, but only if she 
walks for long periods during very hot 
weather. She had four brothers, one of 
whom died at an early age, and two sisters. 
These two sisters, aged 44 and 62, had 
never had blistering, but one of the three 
living brothers, aged 45, had recurrent 
blistering of the feet after prolonged 
walks during the summer months since the 
age of 13. In his case, the disease remitted 
spontaneously at the age of 32. 

The patient's grandmother, 84 years old, 
eould not recall having had any blisters, 
nor did she think that her deceased hus- 
band ever had. Examination of her feet 
showed two thick-walled bullae of 0.8 em in 
diameter, one on the sole of the left foot 
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Fig 1.—Large tense bulla on medial as- 
pect of left heel (case 1). 


(Fig 2) and the other over the web area be- 
tween the toes of the right foot. There was 
no erythema or evidence of infection, and 
the contents of the bullae appeared to be 
clear. Slight hyperhidrosis was noted. 


Experimental Induction of Blisters 


With the informed consent of the 
patients, we attempted to induce blis- 
ter formation experimentally. The 
site chosen was the skin overlying the 
dorsal aspect of the metatarsopha- 
langeal joint of the first toe. After 
prewarming the area with a hot towel 
for approximately five minutes, the 
chosen site was gently rubbed in a 
rotatory motion for 30 seconds with 
the cotton end of a cotton-tip appli- 
cator. After two minutes, an ellipti- 
cal incision was made around the 
traumatized area, and a biopsy speci- 
men was removed. This procedure did 
not give rise to a clinically obvious 
blister. 


Histopathologic Findings 


Tissue sections from the skin ex- 
cised under the experimental condi- 
tions described in the previous para- 
graph showed the following changes: 
In case 1, cleft formation involved 
mainly the suprabasal layer of the 
epidermis, leaving the basal cell layer 
relatively intact (Fig 3). Dyskeratotic 
changes were minimal, but the walls 
of the blister showed disruption and 
early degeneration. Otherwise, the 
remainder of the epidermis and co- 
rium was essentially unremarkable. 
Similar alterations were seen in sec- 








Fig 2.—Tense bulla, 0.8 cm in diameter, 
with clear contents located on lateral 
plantar aspect of left foot (case 2). 


tions from patient 2, but these were 
more diffieult to observe owing to 
poor histological preparation and 
staining. A histopathological study of 
normal skin from a control patient 
subjected to identical experimental 
trauma failed to show the findings 
observed in our two cases. 


Comment 


For the purposes of this study, we 
think that the cases reported repre- 
sent two cases of RBEHF, although 
case 2, with confinement of recurrent 
blistering to the feet, more closely re- 
sembles the original descriptions of 
Cockayne syndrome. We have elected 
to classify case 1 as RBEHF, al- 
though the patient gave a history of 
blistering on the neck and on the 
right buttock. Both patients com- 
plained of bulla formation only dur- 
ing the summer months. Also, they 


Fig 3.—Cleft formation involving su- 


prabasal layer of epidermis (hematoxylin- 
eosin, original magnification x 400). 
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. complained of plantar and palmar hy- 


perhidrosis. Blister formation arose 
in response to frictional or shearing 
trauma, while direct blunt trauma did 
not cause new lesions. The simple au- 
tosomal dominant inheritance pat- 
tern could not be demonstrated in 
this report, undoubtedly because the 
sample was too small to provide sta- 
tistically significant results. Since 
most of the bullous lesions on the 
soles of the feet of these patients 
were of several days’ duration and 
were well-formed, it was thought that 
more information would be obtained 
histopathologically by studying a 
fresh experimentally induced blister. 

The histopathological features of 
RBEHF are considered by most au- 
thors to be indistinguishable from 
those of simple epidermolysis bullosa, 
in which the basic finding is forma- 
tion of a subepidermal bulla through 
basal cell degeneration. Electron mi- 
croscopic studies have shown that the 
earliest changes are perinuclear 
edema, degenerative changes in the 
mitochondria, and possibly, begin- 
ning dissolution of tonofibrils. When 
trauma of sufficient magnitude or re- 
peated trauma is sustained, the previ- 
ously mentioned reversible changes 
are followed by irreversible destruc- 
tion of cellular organelles and dis- 
solution of cellular constituents, in- 
cluding tonofibrils.? Pearson points 
out! that  histopathological dis- 
tinetion is possible between RBEHF 
and simple epidermolysis bullosa, 
since in RBEHF, the basal cells are 
usually spared and there is marked 
dyskeratosis. The cells involved are 
in the suprabasal to lower granular 
layers. 

Most of our pathological findings 
were in keeping with Pearson's de- 
scription of RBEHF changes, al- 
though the degree of dyskeratosis 
was not prominent. In addition, de- 
spite the high level of the cleavage, 
some spotty disruption of the basal 
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cell layer was present. 

Topical application of 10% glutaral- 
dehyde (buffered with 5% sodium bi- 
carbonate in water) to the soles of the 
feet of our two patients proved to be 
useful therapy. Patient 1 thought 
that this preparation kept her feet 
much drier and did, in fact, control 
the severity of her disease. She 
started using this treatment in early 
Jul- 1972. Two weeks after beginning 
it, she had fewer blisters, and this im- 
provement continued despite the 
warm weather and her normal physi- 
cal activities. Unfortunately, by mid- 
August, she developed pruritus of the 
soles, which disappeared when she 
discontinued the regular use of 10% 
glutaraldehyde. For the remainder of 
the summer, she continued to apply 
the preparation only intermittently, 
and she limited the areas of appli- 
cation to newly formed blisters. Al- 
though topical application of 10% 
glutaraldehyde was not completely 
successful in controlling this patient’s 
blistering disease, she unequivocally 
stated that this treatment was of 
value and enabled her to enjoy al- 
most-normal activities during the 
summer. 

Patient 2 also began her treatment 
with topical application of 10% gluta- 
raldehyde in early July 1972. For the 
first few weeks, the blisters were not 
as large, numerous, and painful. 
From the end of July to the end of 
August, the patient had no lesions. 
The treatment was then discontin- 
ued. One week later, lesions reap- 
peared. Therapy was then resumed 
and the existing blisters dried and 
disappeared within a few days. By 
mid-September, she stopped all treat- 
ment, since the warm weather had 
ended. 

This form of topical therapy pre- 
sents three general shortcomings: (1) 
The solution causes brown discol- 
oration of the soles. (2) Because of its 
chemical composition and instability, 


e 
the preparation must be kept refrig- 
erated in order to remain therapeu- 
tically effective for a one-month pe- 


riod, and a new supply of the solution "^ ^ 


must be prepared every month. (3) As 
illustrated in case 1, glutaraldehyde is 
an irritant and a potential skin sensi- 
tizer; development of an allergic con- 
tact dermatitis in a patient precludes 
further extensive use of this therapy. 


Manuel Orizaga, MD, Department of Pathol- 
ogy, Ottawa General Hospital, assisted in this 
study. 
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Subcorneal Pustular Dermatosis 


in Children 


Sture A. M. Johnson, MD, Derek J. Cripps, MD, Madison, Wis 


Two 3-year-old children, a boy and girl, 
had subcorneal pustular dermatosis 
(Sneddon-Wilkinson syndrome). In both 
of these children some of the flares of the 
disease followed infections. In case 1, 
dapsone as well as sulfapyridine aggra- 
vated the skin eruption and caused a 
toxic reaction; in case 2, the use of sul- 
fapyridine resulted in a clearing of recur- 
rences the pustular lesions. Results of im- 
munofluorescent studies were negative in 
the first patient. 
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BI pustular dermatosis in 
the adult was described by Sned- 
don and Wilkinson' in 1956 and has 
become an accepted entity by physi- 
eians throughout the world. Judging 
by the large number of subsequent 
ease reports and papers, this name 
has been accepted as being more de- 
scriptive and concise than the name 
"dermatitis herpetiformis" (erythe- 
mato-squamous),; a variant of pa- 
rapsoriasis appearing in  pustular 
form,' or even "pustular herpetiform 
parapsoriasis"* named by Savage in 
1951, which fits the clinieal but not 
the histological appearance. 
Physicians are now recognizing 
that children can have various bullous 
and pustular skin diseases like pem- 
phigus vulgaris, pemphigus foliaceus, 
bullous pemphigoid, pustular bacte- 
rid, and psoriasis*’ as well as derma- 
titis herpetiformis; all of these were 
once thought to be unique to people in 
the fourth decade of life. Subcorneal 
pustular dermatosis appears to be an- 
other one of these diseases. In Sned- 
don and Wilkinson’s' original report, 
the average age of the patients was 
54.8 years. R. E. Burns, MD, had a pa- 
tient with subcorneal pustular derma- 
tosis who gave birth to a child with 
similar skin lesions that lasted seven 
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days (oral communication, April 
1973). Beck et al^ had had a 29-year- 
old patient whose disease had started 
when the patient was 3 months old, 
and Sarkany* had a patient 10% years 
of age. Our two patients were 3 years 
old when the disease was recognized. 
There is a reasonable possibility that 
in case 2 the disease had started when 
the patient was 7 weeks old. 


Report of Cases 


CASE 1.—A 3-year-old girl, born in Feb- 
ruary 1967, was first seen on Sept 23, 1970, 
with a 4-week-old eruption that had devel- 
oped one day after she had had diarrhea 
and emesis. The lesions had appeared ini- 
tially on the neck and then in the groin and 
axillae. The referring physician, who con- 
sidered the diagnosis of varicella, initially 
used a steroid ointment for treatment; 
later, penicillin was administered topically 
and orally, without substantial improve- 
ment. 

On physical examination, there were 
many pustules varying in size from 2 to 10 
mm. As these become confluent, they de- 
veloped advancing and circinate borders 
(Fig 1). The lesions were most apparent in 
the groin, upper thighs, and in both axillae 
(Fig 2), where the loss of superficial epi- 
dermis suggested toxic epidermal necro- 
lysis. The pustular lesions had healed with- 
out scarring or pigmentation (Fig 3). The 
palms, soles, and mucous membranes were 
clear, and no lymphadenopathy or he- 
patosplenomegaly was present. 

A moderately heavy growth of coag- 
ulase-negative staphylococcuis and a 
marked growth of f-hemolytic strepto- 
coccuis of group A were found in the skin 
cultures. Further skin cultures were al- 





Fig 1.—Advancing pustules forming cir- 
cinate borders on face and body in child 
who does not appear to be in toxic condi- 
tion (case 1). 


ways negative. An unusual impetigo was 
diagnosed. 

Course and. Treatment.—The patient re- 
ceived 5 ml of penicillin G potassium orally 
three times a day for one week, and after 
that she was treated with nafcillin sodium 
(Unipen) and 1% erythromycin ointment. 

On Oct 6, 1970, the child was hospitalized 
because the skin eruption, although im- 
proved, was still present and she had a 
temperature of 38.9 C. There was also red- 
ness, with exudate of the oral mucosa and 
a tonsillitis. The treatment was changed to 
a regimen of 200 mg of cloxacillin four 
times a day, and topically applied 3% io- 
dochlorhydroxyguin with 0.5% hydro- 
cortisone cream (Vioform). Six days later, 
urticaria developed and the treatment with 
cloxacillin was discontinued. The results of 
skin biopsy (see the "Results" section) con- 
firmed the clinical impression of subcor- 
neal pustular dermatosis (Sneddon- Wilkin- 
son syndrome). 

Sulfapyridine, 125 mg, was given twice a 
day and 12.5 mg of diphenhydramine hy- 
drochloride (Bendaryl) four times a day; 
this treatment resulted in clearing of the 
uticaria, but it did not prevent the develop- 
ment of new pustules. The sulfapyridine 
dosage was increased to 500 mg twice a 
day, but it was discontinued as the erup- 
tion became worse. Treatment was started 
with prednisone, 15 mg day, and an oint- 
ment containing equal parts of fluoran- 
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Fig 2.—Healed skin on legs has "stock- 
ing" type of distribution (case 1). 


drenolide cream (Cordran) and 1% erythro- 
mycin ointment. Within 48 hours, the 
child's temperature, attitude, skin erup- 
tion, and appetite improved. The patient 
was discharged on Oct 20, 1970, on a regi- 
men of prednisone, 10 mg/day, and oint- 
ment applications. 

Laboratory Findings.—The patient's 
white blood cell (WBC) count ranged be- 
tween 9,400/cu mm and 16,600/cu mm, 
with 396 to 596 eosinophils. The results of 
urinalysis and blood chemistry studies 
were essentially negative. The anti- 
streptolysin O titer was less than 60 Todd 
units. The vaginal cultures showed Lac- 
tobacillus (few), Escherichia coli (heavy 
growth), Enterobacter, and Proteus (non- 
swarming). There was a large growth of 
Haemophilus species from throat cultures 
and a minimal Klebsiella growth from 
urine cultures. Blood cultures were nega- 
tive after two weeks. 


The . immunoelectrophoresis study 





Fig 3.—Extent of pustular eruption and 
central clearing over buttocks (case 1). 


showed an increase in the complement that 
was consistent with inflammation. The im- 
munoglobulin levels were as follows: IgG 
was 627.8 mg/100 ml (normal); IgA was 
60.9 mg/100 ml (normal); and IgM was 33.0 
mg/100 ml (low). The x-ray films of the 
chest and gastrointestinal traet were nor- 
mal. 

Subsequent Course of Treatment.—On 
Nov 2, 1970, the regimen of 10 mg/day of 
prednisone was modified to include 50 
mg/day of orally administered dapsone 
(Avlosulfon). Within a few days, there was 
nausea and an increase in temperature. By 
Nov 19, the skin eruption was worse, and 
the patient was rehospitalized. 

The physical examination showed pus- 
tules, with crusting covering 90% of the 
trunk and 25% of the head, neck, and ex- 
tremities. No lesions were present in the 
mouth. At this time, the dapsone therapy 
was discontinued, the prednisone dosage 
was increased to 15 mg/day, and a 0.025% 
triamcinolone cream was applied, with oc- 
clusion, for three hours twice a day. As a 
result, there was considerable improve- 
ment, and the patient was discharged on 
Dec 3. Subsequently, when a few new le- 
sions developed they were treated with a 
prednisone dosage varying from 7.5 to 10 
mg/day, 0.025% triamcinolone cream ap- 
plied topically, and an elixir of diphen- 
hydramine hydrochloride, 12.5 mg, admin- 
istered three times a day. 

Three months later, following an upper- 
respiratory tract infection with fever, 
many pustules appeared on the head, 
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chest, neck, and abdomen; however, these 
disappeared in four days with only the ap- 
plication of the 0.025% triamcinolone 
"mmeream. During the last examination on Jan 


20, 1973, the parents reported that the 
child's skin has never been entirely clear 
but that new lesions last only about five 
days when treated with the cream. 

CASE 2.—A 3-year-old boy whose condi- 
tion was diagnosed as impetigo was ad- 
mitted to the University Hospital on 
March 22, 1969, for treatment of a pustular 
eruption around his neck, which later 
spread to the upper part of the chest. Two 
weeks before admission and a few days be- 
fore his skin flare-up, he had developed a 
sore throat and an earache, which had been 
treated with tetracycline hydrochloride. 
When the patient was 7 weeks old, an 
eruption had occurred around the neck, 
folds of the axillae, and antecubital spaces; 
the eruption later extended to involve the 
trunk and scalp. The pediatrician had de- 
scribed these lesions as being similar to the 
miliaria rubra. The mother stated that the 
skin lesions that had been present at 7 
weeks of age were similar to those of the 
present eruption. The family history re- 
vealed the presence of eczema, hay fever, 
and psoriasis only in the mother. 

On examination, the child was in a toxic 
condition; the skin on the face, legs, fore- 
arms, and both axillae was erythematous 
and covered with superficial pustules that 
were either single or confluent with ad- 
vancing borders, forming annular or serpig- 
inous patterns. The skin, particularly on 
the side of the chest, peeled easily and the 
areas where the pustules had ruptured 
suggested mild toxic epidermal necrolysis. 
The palms and soles were clear, and there 
were transitory benign plaques of the 
tongue. 

Course and Treatment.— Recurrent pus- 
tules continued to appear for the next two 
months, during which time the tempera- 
ture sometimes reached 39.4 C and was 
usually accompanied by. a leukocytosis 
without eosinophilia. The patient initially 
received intramuscular injections of 10 mg 
of triamcinolone acetonide suspension 
(Kenalog), tetracycline, amphotericin B, 
potassium metaphosphate (Myteclin F), 
125 mg three times a day, and 4 ml of tri- 
amcinolone (Kenacort) diacetate syrup 
three times a day. Subsequent treatment 
included 500 mg of cephalothin sodium 
(Keflin) every four hours and 10 mg/day of 
diphenhydramine hydrochloride. 

On the day after starting treatment 
with cephalothin sodium, urticaria devel- 
oped. The cephalothin therapy was stopped 
and hydrocortisone sodium succinate (Solu- 
Cortef), 10 mg, was given intravenously 
every six hours for the next two days. The 
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Fig 4.—Heavy transepidermal migration of polymorphonuclear leukocytes concen- 
trated at granular layer, spongiosis of stratum Malpighii, and loose attachment of keratin 
layer (case 2) (hematoxylin-eosin, original magnification x 200). 





Fig 5.—Thin keratin layer forms top of 
ruptured vesicle and granular layer forms 
bottom. Vesicle contains occasional eo- 
sinophils and few acantholytic cells, both 
attached and loose (case 1) (hematoxylin- 
eosin, original magnification x 100). 


condition of the child became less toxic, 
and the skin lesions improved. He then was 
given 2.5 mg of prednisone every three 
hours for four days, followed by 2.5 mg of 
prednisone twice a day for a week. Ini- 
tially, 3% iodochlorhydroxyguin with 0.5% 
hydrocortisone was applied topically and 
later triamcinolone cream was used. The 
patient was discharged from the hospital 
on April 8, 1968. 

Laboratory Findings.—There was leuko- 
cytosis in which the WBC count varied be- 
tween 11,200/cu mm and 17,300/cu mm, 
with increased staff cells but no eosino- 
philia. The hematocrit reading was 30% 
and the hemoglobin level was 9.8 gm/100 
ml. The blood and cerebrospinal fluid cul- 
tures were negative. Anaerobic and aero- 
bic cultures of the pustules were negative 
on four different occasions. Results of re- 
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Fig 6.—Higher magnification of left side 
of Fig 5 showing accumulation of polymor- 
phonuclear leukocytes (case 1) (hema- 


toxylin-eosin, 
x 200. 


original magnification 


peated urinalysis as well as routine blood 
chemistry tests were normal. 
Subsequent Course.—Except for a few 


scattered pustules, which were present on- 


the trunk and extremities at the time of 
examination two weeks after discharge, 
the skin remained clear until March 13, 
1969, when a new outbreak developed; pus- 
tules ranging in size from 3 to 10 mm were 
present on the lower part of the abdomen 
and the buttocks. The condition was satis- 
factorily controlled with 0.01% fluocinolore 


- acetonide cream (Fluonid). The patient's 


skin remained relatively clear for a year, 
after which time he developed several pus- 
tules in the groin and axillae. On this oeca- 
sion, 0.5 gm of sulfapyridine was given, 
with marked improvement occurring 
within seven days. From time to time over 
the last three years, the patient has contin- 
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- ued to have small outbreaks of pustular le- 
sions that are controlled by treatment with 
sulfapyridine. 


Results 


Histopathologic Findings.—The skin 
biopsy specimens were fixed in for- 
maldehyde solution, embedded in par- 
affin, sectioned at 6u to 8u, and 
stained with hematoxylin-eosin. The 
histologic findings in both cases were 
identical, showing  transepidermal 
migration of neutrophils (Fig 4), with 
maximum location below the stratum 
corneum, that developed into subcor- 
neal pustules containing mostly neu- 
trophils with a few eosinophils (Fig 5 
and 6). The dermis showed dilatation 
of the small blood vessels, surrounded 
by neutrophils migrating toward the 
epidermis (Fig 5). No bacteria or 
yeast cells were present in the biopsy 
specimens of either patient. 

There was absence of spongiform 
pustules, microabscesses, congestion 
of papillae, or elongation of the rete 
ridges that might be seen in psoriasis 
or pustular psoriasis. 

Immunofluorescence.—In case 1, the 
patient’s skin was rapidly frozen in 
liquid nitrogen, sectioned in the 
cryostat at 6u, and prepared for direct 
and indirect immunofluorescence by 
the technique described by Burn- 
ham et al.'^" The antisera employed 
were fluorescein-isothyocyanate-con- 
jugated antihuman (goat) IgG, IgM, 
IgA, and £,A Complement. 

The results showed no abnormal 
fluorescence in the dermis, at the der- 
moepidermal junction, or in the epi- 
dermis. 


Observations 


Both children were 3 years old 
when the disease was diagnosed. The 
initial eruption was apparently pre- 
ceded by infection—by diarrhea, and 
emesis in case 1l, and by sore throat 
and earache in case 2. The initial 
diagnosis in both cases was impetigo. 
Later, pustular psoriasis and even 
toxic epidermal necrolysis were con- 
sidered: as the pustules on the trunk 
became confluent, they ruptured, 
leaving erythema and a denuded skin. 
The histopathologic findings in both 
cases were identical and were typical 
of subcorneal pustular dermatosis. In 
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case 1, the sulfone therapy was not 
beneficial, since the pustules in- 
creased and the child became febrile 
and had a toxic reaction while on the 
medication. The best results were ob- 
tained from treatment with system- 
ically and topically administered 
steroids. In case 2, the steroid therapy 
(orally and particularly topically) was 
very beneficial. When sulfapyridine 
was given, a more satisfactory and 
rapid clearing of the pustular erup- 
tion occurred. 


Comment 


Six of the seven patients initially 
described by Sneddon and Wilkinson’ 
were women. The average age at on- 
set was 54.8 years; the youngest pa- 
tient was 41 years old and the oldest 
was 68. Subsequent case reports con- 
firm that this condition is more com- 
mon in women and in people over 40 
years of age. The clinical features are 
almost identical with those of derma- 
titis herpetiformis,’*"* with subcor- 
neal vesicles virtually indistinguish- 
able from those of impetigo. Topically 
and systemically administered anti- 
biotics have usually not been helpful 
in the treatment of the disease. 

A comparison of the disease in 
adults and children indicates that 
there is no difference with respect to 
clinical appearance, course, and histo- 
logic findings. Our two patients, how- 
ever, had a more severe toxic reaction 
and higher fever, with accompanying 
leukocytosis during the acute stage, 
than one might expect in children. In 
adults, the lesions appeared on the 
neck before being seen elsewhere. In 
adults, isolated instances of involve- 
ment of the mouth, scalp, palms, 
soles, and nails* have been recorded. 

The primary lesion is a pustule that 
develops within a few hours, mea- 
sures 1 to 10 mm, is occasionally fol- 
licular,^ and may appear as a "dew- 
drop” vesicle or may be flaccid, with 
little or no surrounding erythema. 
The tops of the pustules are readily 
ruptured, leaving ragged, thin edges 
later covered by a thin crust. The 
lesions spread peripherally, leaving 
concentrically arranged annular and 
serpiginous lesions, usually causing 
no itching but some soreness. 

The period of remission varies from 


e . 
several days to several weeks and 


may be followed by sudden and fairly 
generalized exacerbations within a 
day or two. Individual lesions tend to 
last for approximately five days, with 
new lesions appearing as others dis- 
appear, leaving no atrophy or scar- 
ring and occasional pigmentation. 
New lesions do not appear in areas 
where the epidermis is disrupted or 
has not healed. Exacerbations may 
appear at any time of the year, 
though Burns and Fine” noted that 
their adult patients relapsed in the 
summer. 

Subcorneal pustular dermatosis in 
adults has been preceded by respira- 
tory infection in some instances and 
by chronic urinary tract disease in 
ten of 14 cases reported by Ellis.'^ The 
disease has occurred in postdelivery 
periods, following the extraction of 
teeth,'^ and after stopping treatment 
with systemically administered corti- 
costeroids. Several observers have 
commented on how symptom-free a 
patient can be before an eruption 
that can be so explosive and extensive 
occurs. 

Laboratory findings (except for a 
leukocytosis—primarily neutrophilic) 
are usually negative. In case 1, the di- 
rect and indirect immunofluorescent 
studies showed no abnormal fluores- 
cence in the dermis, dermoepidermal 
junction, or epidermis. This finding is 
comparable to the findings in three 
cases reported by Jordan" and Bean 
et al.'* 

Wilkinson” stated that the pustule 
in subcorneal pustular dermatosis is 
formed within a few hours, and it is a 
result of a rapid transepidermal mi- 
gration of neutrophils that collect be- 
neath the stratum corneum, without 
stopping at the granular layer or dis- 
turbing the Malpighian layer cells. 
Woods” described histological 
changes that were found deeper in 
the prickle cell layer than normally 
seen, but this could have been at an 
early stage in the migration of neu- 
trophils. The histopathologic features 
in our two cases were typical of sub- 
corneal pustular dermatosis. We had 
even considered the clinical diagnosis 
of pustular psoriasis; however, the 
histological studies showed absence of 
spongiform pustules, microabscesses, 
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congestion of papillae, and elongation 
of rete ridges that might be seen in 
psoriasis. 

Baker and Ryan, in their two re- 
views of 104 cases* and 155 cases’ of 
pustular psoriasis, reported that gen- 
eralized pustular psoriasis had its on- 
set before the age of 11 in only four 
children (three boys and one girl). All 
of the four children had the “annular 
pattern” of pustular psoriasis that ac- 
cording to the authors, somewhat re- 
sembled subcorneal pustular derma- 
tosis. 

The mode of development of sub- 
corneal lesions is unknown, but sev- 
eral interesting observations have 
been made. One patient who received 
an intracutaneous skin test with 
Streptococcus extract had a strongly 
positive delayed reaction in which the 
skin was studded with several pus- 
tules. This case suggests that the 
surface epidermis of these patients 
may potentially develop subcorneal 
pustules as a result of selected stimu- 
lation. The occurrence of upper-res- 
piratory tract infections, tonsillitis, 
and chronic urinary infections prior 
to an eruption suggest that there is 
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sensitivity to bacterial infections. 

In an unrelated study, Stone and 
Johnson?! observed that in normal 
subjects, a 5% nickel sulfate patch 
test applied over an area of skin pre- 
viously injected with dead bacteria 
consistently produced pustules. Ci- 
vatte,” and later Pinkus and Mehre- 
gan,? advanced the theory that the 
development of a Munro microabscess 
in psoriasis initially occurs from 
edema of the papillae and engorge- 
ment of the dermal capillaries. This 
allows serum and leukocytes to es- 
cape, damaging keratinocytes in the 
lower region of the epidermis; the leu- 
kocytes then migrate upward with 
the epidermal cells. These authors 
suggested that this was the mecha- 
nism involved in many skin diseases, 
although in subcorneal pustular der- 
matosis the pustules develop within a 
few hours. 

Many forms of therapy have been 
tried both before and after the cor- 
rect diagnosis of subcorneal pustular 
dermatosis has been made. Treat- 
ment with antibiotics has not been 
particularly successful, although the 
use of tetracycline in the case re- 
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ported by Burgoon et al** and the use, 


of chloramphenicol reported by 
Greenbaum and Lee” appear to have 
been helpful. Other forms of treat- 
ment have been tried, including 


treatment with thorium,‘ ultraviolet © 


light,” tripelennamine (Pyribenza- 
mine),?' estrogen (because of pre- 
menstrual flares), niacin, potassium 
arsenite, and immune globulin.'? Cor- 
tieosteroids administered topically, 
orally, and parenterally appear to be 
the most helpful’? in some instances. 


The drugs of choice appeared to be - 


the sulfones,' such as dapsone," 
acetosulfone sodium (Promacetin),'^?* 
and either sulfoxone (Diasone) so- 
dium,” sulfisoxazole (Gantrisin), or 
sulfapyridine." 

However, none of these drugs are 
uniformly successful in the treatment 
of subcorneal pustular dermatosis. 
Many physicians have observed the 
unusual fact that in some patients 
one drug is very useful while in others 
it is worthless or toxic. Treatment 
with vitamin E has helped some pa- 
tients with this disease, as noted by 
S. Ayres, Jr., MD (oral communica- 
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Acanthosis Nigricans 
Associated With a 
Benign Encephalopathy 


Robert W. Scott, MD; Arnold W. Klein, MD; 


James J. Leyden, MD, Philadelphia 


A widespread acanthosis nigricans pre- 
ceded the onset of and resolved together 
with the remission of a cerebral encepha- 
lopathy. Due to the extensive nature of the 
eruption, an internal malignant tumor or 
endocrinopathy was initially suggested. 


P. there nigricans is a famil- 
iar lesion that may signal an un- 
derlying systemic disease. Curth has 
categorized this dermatosis into four 
types on the basis of its clinical asso- 
ciations.) The first is a malignant 
variety with an associated internal 
malignant tumor, usually an adeno- 
carcinoma of the gastrointestinal 
tract. This type has, however, been 
seen in association with Hodgkin dis- 
ease, sarcoma, squamous cell carci- 
noma, * lymphoma,‘ and osteogenic 
sarcoma.’ The second type is a benign 
acanthosis nigricans that resembles 
ichthyosis hystrix clinically. It ap- 
pears at birth or childhood and is 
transmitted in an autosomal domi- 
nant fashion. The third variety is 
pseudoacanthosis nigricans, which oc- 
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curs most frequently in dark skinned, 
obese, individuals in whom excessive 
perspiration and friction of the ax- 
illae are prime factors in causing this 
variety. Acanthosis nigricans has also 
been reported to occur in association 
with administration of nicotinic acid,‘ 
cortieosteroids,^ and diethylstibes- 
trol.'* The last is a syndromal variety 
in which an association occurs with a 
variety of distinct syndromes, such as 
congenital lipodystrophy,* Bloom syn- 
drome,’ lupoid hepatitis," hepatolen- 
ticular degeneration," and cirrhosis 
of the liver." The potential associa- 
tion with underlying disease adds im- 
portance to this lesion. In this report, 
we describe a patient in whom gen- 
eralized acanthosis nigricans her- 
alded the onset of a severe encepha- 
lopathy. Subsequent to resolution of 
the encephalopathy, there was a com- 
plete resolution of the acanthosis 
nigricans. 


Report of a Case 


A 16-year-old black teen-ager had a two- 
month history of a progressive appearance 
of an eruption in her axillae, groin, ante- 
cubital fossae, elbows, and knees at the 
time of the first examination. Her mother 
revealed that she had had a one-month his- 
tory of difficulty in keeping her balance 
and had recently developed a disturbance 
of gait and headaches. 

On admission she was found to be a well- 
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developed, well-nourished black teen-ager 
measuring 1.60 meters in height and 
weighing 45.5 kg. Her vital signs were nor- 
mal. The physical examination was normal 
except for the dermatologic and neurologic 
findings. The axillae and groin were char- 
acterized by hyperpigmentation and thick- 
ened, velvety skin (Fig 1, left). Numerous, 
small, papillomatous, elevations were 
noted on examination with a hand lens. 
Her elbows and knees demonstrated a sim- 
ilar eruption (Fig 1, right). The mucous 
membranes, hair, and nails were normal. A 
neurologic examination revealed poor men- 
tal calculation, poor recent memory, blunt- 
ing of affect, dysdiadochokinesia, and 
marked intention tremor. Many laboratory 
studies were employed to establish the un- 
derlying disorder. A complete blood cell 
count was normal except for a hemoglobin 
level of 10.5 gm/100 ml and a hematocrit 
reading of 379. The peripheral smear 
showed hypochromatic red blood cells. The 
sedimentation rate was normal. The serum 
electrolytes, serum creatinine, serum cal- 
cium, serum uric acid, serum bilirubin, se- 
rum glutamic oxaloacetic transaminase 
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Fig 1.—Extensive 
thickened, 
with onset of neurological symptoms. 


hyperpigmented, 
velvety eruption coinciding 


(SGOT), serum glutamic pyruvic transami- 
nase (SGPT), tetraiodothyronine value, se- 
rum alkaline phosphatase, lactic dehy- 
drogenase, magnesium, ceruloplasmin, 
fasting blood glucose, protein electrophore- 
sis, measles antibody titer, and serum cor- 
tisol values were within normal limits. The 
serum iron was reduced and the iron bind- 
ing capacity was elevated. A bone marrow 
specimen revealed absent iron stores and 
was slightly hypocellular. The antinuclear 
antibody and serologic tests for syphilis 
were nonreactive. Coombs test (direct and 
indirect), lupus erythematosus prepara- 
tion, Australian antigen, and stool guaiac 
tests were also negative. A lumbar punc- 
ture revealed normal pressure, glucose, 
protein, and protein electrophoresis. No 
eells were seen and the rapid plasma rea- 
gent (RPR), Gram stain, india ink prepa- 
ration, culture for bacteria, acid-fast ba- 
cillus (AF B), and fungi were negative. X- 
ray films of the chest, skull, and spine were 
normal as were an intravenous venous 
pyelogram, barium enema, and upper gas- 
trointestinal series. Urinalysis, bacterial 
culture, heavy metal analysis of urine, 24- 


Fig 3.—Complete clearing of lesions on no therapy following spontaneous resolution 


of neurological symptoms. 
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Fig 2.—Hyperkeratosis, papillomatosis 
with tendency towards ‘‘church spire” for- 
mation typical of acanthosis nigricans. 


hour urinary 17-hydroxycorticoids, and 17- 
ketosteroids were normal. The histologic 
features of a skin biopsy specimen from 
the right axilla (Fig 2) were characterized 
by hyperkeratosis and papillomatosis. The 
digitate surface was covered by a thick- 
ened scale. There was mild acanthosis and 
papillomatosis. The basal cell layer had 
abundant brown pigment. 

A psychiatric evaluation suggested a 
psychotic depression, and trifluoroperazine 
hydrochloride (Stelazine) treatment, 1 mg 
orally every six hours was started. Her 
hematologic findings were compatible with 
a diagnosis of iron-deficient anemia, prob- 
ably secondary to menstrual loss, and a 
regimen of ferrous sulfate, 300 mg three 
times a day orally, was prescribed. The 
neurologic consultant at first diagnosed a 
cerebellar dysfunction secondary to an oc- 
cult carcinoma or primary cerebellar tu- 
mor. The brain scan and pneumoen- 
cephalogram, however, were normal. An 
electroencephalogram (EEG) performed 
prior to the administration of any medica- 
tion showed diffuse scattered slowing. 
Over the next ten days the patient became 
increasingly catatonic. She became unable 
to eat or talk and a nasogastric tube was 
used for feeding. 

Two weeks after admission, the patient 
became obtunded and responded only to 
deep pain. Results of examination of her 
cranial nerves were normal and no Ba- 
binski, snout, or grasp reflexes were noted. 
A repeat lumbar puncture and brain scan 
were normal. The EEG revealed excessive 
generalized slowing. During the fourth 
week, she developed a dysconjugate gaze, a 
left Babinski reflex, and bilateral sus- 
tained ankle clonus. A repeat lumbar punc- 
ture with viral studies, brain scan, and 
multiple metabolic studies were all normal. 
Her EEG continued to show generalized 
slowing. During this hospitalization, her 
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. skin lesions remained unchanged and no 
dermatologie therapy was instituted. How- 
` ever, during the fifth week after admis- 
sion, her skin lesions cleared completely 
over a seven-day period, despite the lack of 
any therapy (Fig 3). During the same 
week, her left Babinski reflex and ankle 
clonus disappeared. Over the next few 
weeks, she gradually improved. In the 
eighth week, she was able to speak and do 
simple calculations, but she continued to 
have a marked intention tremor of her 
hands and feet and diffuse hyperreflexia. 
Her EEG was improved but still showed 
diffuse slowing. She continued to show slow 
improvement and was discharged after 11 
. weeks of hospitalization. Three months fol- 
lowing discharge, she was free of lesions 
and neurologic symptoms. 


Comment 


The important finding in this case 
was that a progressive generalized 
acanthosis nigricans preceded both 
the development and the resolution of 
a severe encephalopathy. At the time 
of initial examination, only the acan- 
thosis nigricans was evident. There 
were, however, suggestive areas in 
the patient's history that a possible 
associated underlying disease might 
be present. The history of a periodic 
unsteady gait, headaches, and loss of 
balance in addition to the generalized 
extent of her eruption and the lack of 
obesity compelled further investiga- 
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tion. 

The nature of her bizarre neuro- 
logic disorder is uncertain but is prob- 
ably best categorized as a viral en- 
cephalopathy. The absence of an 
elevated measle antibody titer and 
complete resolution make a diagnosis 
of subacute sclerosing panenceph- 
alitis unlikely. The complete remis- 
sion and lack of elevated cerebrospi- 
nal fluid gamma globulin militate 
against a diagnosis of multiple scle- 
rosis. 

In this patient the acanthosis nigri- 
cans followed the pattern usually as- 
sociated with a malignant tumor. The 
eruption appeared suddenly, spread 
progressively, and resolved just as 
quickly. The tendency for rapid devel- 
opment and spread is more common 
in the so-called malignant variety of 
acanthosis nigricans and most of our 
early investigations were directed 
towards locating a malignant tumor. 
Only later did the encephalopathy 
make its presence known. We are 
unaware of any report of an associa- 
tion between acanthosis nigricans 
and an underlying encephalopathy. 
The onset of acanthosis nigricans in a 
person developing vague neurologic 
signs and symptoms should alert the 
physician to the possibility of the de- 
velopment of an encephalopathy. 


e. 
Drs. Scott and Klein are postdoctoral trainees 
under grant TI AM 05261 from the Public 
Health Service. 
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Lichenoid 


Secondary Syphilis 


Jon C. Lochner, MD, Jerome R. Pomeranz, MD, Cleveland 


Three patients with secondary syphilis 
had a lichen planus-like cutaneous erup- 
tion that cleared after penicillin G ben- 
zathine therapy. Syphilis should be con- 
sidered in the differential diagnosis of 
lichenoid dermatoses. 


I is well recognized that the 
clinical features of secondary 
syphilis may mimic a variety of der- 
matologic disorders, such as pityriasis 
rosea, psoriasis, or sarcoidosis. How- 
ever, syphilis is generally not consid- 
ered in the differential diagnosis of 
lichen  planus-like eruptions?? A 
review of the older literature reveals 
reports describing patients with li- 
chen planus of the palms and soles 
and lichenoid eruptions occurring 
during arsphenamine therapy for 
known syphilis; this suggests that 
secondary syphilis may be associated 
with a lichen planus-like eruption.*-' 
More recently, Jeerapaet and Acker- 
man reported lichenoid histologic 
changes in a number of patients with 
secondary syphilis. This finding lends 
further support to this association." 
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Secondary Syphilis/Lochner & Pomeranz 


This report describes three cases of | 
secondary syphilis in which the skin 
lesions resembled lichen planus clini- 
cally and histologically. 


Report of Cases 


CASE 1.—A 43-year-old white woman was 
found to have a positive Wasserman reac- 
tion (1:10) during routine screening in 
1966. When the patient was recalled for 
treatment with penicillin, an erythematous 
psoriasiform eruption on the arms, neck, 
back, and legs was noted; the eruption ap- 
parently cleared after penicillin therapy. 
One year later, the patient had a pruritic 
eruption that was diagnosed as neuro- 
dermatitis. The Wasserman reaction was 
1:5 at that time. 

In November 1967, the patient was seen for 
the first time at Cleveland Metropolitan 
General Hospital She had a generalized 
pruritic eruption of one week's duration 
that consisted of erythematous, flat-topped 
papules involving the trunk and ex- 
tremities, including the palms and soles. 


The genitalia were free of lesions. The re- if - 
mainder of the physical examination find- — — 


ings was normal, except for labile hyper- 
tension and dental caries. There was a 
positive reaction to the qualitative CSL 
Kline test (4+) and the quantitative OSL 
Kline test (1:64); the fluorescent trepeno- 
mal antibody absorption test (FTA-ABS) 
was reactive. Urinalysis and the values for 
serum electrolytes, blood urea nitrogen, 
fasting blood sugar, and complete blood 
cell count were all within normal limits. A 
skin biopsy was performed. 

The patient was treated with 2.4 million 


81 * 








n": et. 8a Hes ""L-c 


Ax 


TEN b: € *4 IZ Es E fal p rucv-—7 : ee re EZ fn TT Y . ea te e 7, ~y x y - » 
TT ETE a ee ee it cs ee ee ee Te a TEPETRSURENPEPETEIREPEPTTTNEN 


w^ 


ds 2 Aw "d. c I" 
C3 s] A Li 
: i bes f | A] ~ Tr ee 
Ay, Da E 1127 utu a ft Sa NCC ere ST) TI 
eris 7 MEAS Peo dn ONT T EE M 
Se tirs, Es +} | e RTT - A 
"S" E "Rd P Eg mW AMP iar 
"^. red E 25 "9. VIE 





` -— E 
he A ann n 
ae: c ` 4 


Fig 1.—Lichenoid eruption of wrist and 
palm (case 2). 


units of penicillin G benzathine on Nov 17, 
1967, and Nov 28, 1967. All skin lesions 
faded within 14 days. Three months later 
(February 1968), the VDRL test for syphi- 
lis showed that the serologic titer had de- 
creased to 1:8. 

CasE 2.—A 37-year-old Negro woman 
was seen by her family physician in No- 
vember 19770; she had a pruritic eruption of 
one month's duration that involved the 
face, wrists, and palms. A blood test, the 
nature of which is not known, was per- 
formed; the patient was told that the test 
was negative. Topically applied steroids 
and antihistamines were prescribed, but 
after several weeks of treatment with 
these drugs, the lesions were still present. 

The patient was seen at Cleveland Met- 
ropolitan General Hospital one month 
later, in March 1971. Numerous erythe- 
matous to violaceous flat-topped papules 
measuring 5 to 10 mm in size were present 
on the palms, wrists, and forearms (Fig 1), 
as well as ill-defined areas of macular hy- 
perpigmentation around the mouth. The 
physieal examination showed no other ab- 
normal findings. The clinical impression of 
several examiners was that the eruption 
was lichen planus. However, the VDRL 
tést for syphilis, which was done because 
of the palmar lesions, was reactive at a ti- 
ter of 1:16, and the FT A-ABS test was pos- 
itive. The patient was treated with 2.4 mil- 
lion units of penicillin G benzathine; eight 
hours later she experienced chills and fe- 
ver, which resolved over the next 12 hours. 
Two weeks later, the patient's lesions had 
cleared, except for macular hyper- 
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Fig 2.—Section of skin demonstrating prominent granular layer, saw-toothing of the 
epidermis, band-like and perivascular infiltrate (hematoxylin-eosin, original magnifica- 


tion x 100). 


pigmentation. Six months after therapy, 
the VDRL test for syphilis was reactive at 
a titer of 1:1, and the FTA-ABS test re- 
mained positive. 

CasE 3.—A 24-year-old black man was 
first seen on July 12, 1972; he had a pruritic 
eruption of six week's duration on his 
trunk and about 15 flat-topped violaceous 
papules scattered over the chest and back. 
The initial clinical impression of two der- 
matologists was that the eruption was li- 
chen planus, but the possibility of second- 
ary syphilis was considered. A biopsy 
specimen showed a lichenoid dermatitis, 
with an increased number of plasma cells 
in the infiltrate hugging the epidermis. 
The patient was recalled. Annular li- 
chenoid lesions were present on the pubic 
area and shaft of the penis and there were 
left epitrochlear, posterior cervical, and 
shotty inguinal nodes. Palmar, plantar, 
oral, or perianal lesions were not found. 
The VDRL test for syphilis was positive 
at a titer of 1:32. The patient was treated 
with penicillin G benzathine, which re- 
sulted in rapid clearing of the skin lesions. 


Histologic Findings 


Biopsy specimens of the skin le- 
sions of patients 1 and 2 were similar 
(Fig 2 and 3). The epidermis was of 
normal thickness, with minimal hy- 
perkeratosis. The granular layer was 
moderately thickened. The under- 
surface of the epidermis showed saw- 
toothing of the rete ridges and lique- 





Fig 3.—Close-up of dermoepidermal 
junction showing prominent infiltrate and 
focal liquefaction degeneration of the ba- 
sal cell layer (hematoxylin-eosin, original 
magnification x 250). 


faction degeneration of the basal cell 
layer. Minimal pigmentary inconti- 
nence was noted on the specimen 
from patient 2. Hugging the epi- 
dermis, there was a band-like in- 
filtrate composed primarily of lym- 


phocytes with scattered, large 
mononuclear cells. There were similar 
collections of inflammatory cells 
around the blood vessels in the upper 
dermis. Plasma cells were not promi- 
nent in either biopsy specimen. The 
biopsy specimen from patient 3 was 
similar to the first two, except that 
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the infiltrate contained large num- 
bers of plasma cells. 


Comment 


In the prepenicillin era, it was not 
uncommon to see lichenoid eruptions 
occurring during treatment of syphi- 
lis with arsphenamine. The initial ex- 
planation for this type of eruption 
was that the syphilitic infection 
somehow damaged the nerve and 
caused the drug to produce a lichen 
planus-like eruption.’ It appears 
curious that these lichenoid eruptions 
only occurred when arsphenamine 
was used to treat syphilis. When ar- 
senicals were used in numerous cases 
in the treatment of typical lichen 
planus, exacerbation of the lesions 
was not reported in the literature as a 
problem. One can only speculate that 
perhaps the patients in the cases re- 


1. Lomholt G, Vegas FK: Syphilis, yaws and 
pinta, in Rook, Wilkinson, Ebling (eds): Textbook 
of Dermatology. Oxford, England, Blackwell Sci- 
entific Publications, 1968, pp 693-695. 

2. Arndt KA: Lichen planus-like eruption. 
Cutis 8:353-357, 1971. 

3. Pinkus H: Lichenoid tissue reactions. Arch 
Dermatol 107:840-846, 1973. 

4, Lichen planus with involvement of the 
palms, SOCIETY TRANSACTIONS. Arch Dermatol 
Syphilol 55:295-296, 1947, 

5. Lichen planus with involvement of the 
palms and soles, SOCIETY TRANSACTIONS. Arch 
Dermatol Syphilol 43:375-876, 1941. 

6. Palmar lichen planus, SOCIETY TRANSAC- 
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ported in the 1920s and 1930s whose 
lichenoid drug eruptions were associ- 
ated with arsphenamine therapy ac- 
tually had lichenoid secondary syphi- 
lis. 

This report describes two patients 
with palmar and one with widespread 
truncal lesions; the clinical appear- 
ance of the cutaneous eruption as well 
as the histologic alterations were sug- 
gestive of lichen planus. All three pa- 
tients had positive serologic tests for 
syphilis, and the lichenoid eruptions 
cleared rapidly after treatment with 
penicillin. The histologic features in 
our cases were similar to those de- 
scribed by Jeerapaet and Ackerman, 
but only one of the three patients had 
a large number of plasma cells in the 
infiltrate, in contrast to most of the 
cases in their series. Thus, the occur- 
rence of plasma cells in the infiltrate 


References 


TIONS. Arch Dermatol Syphilol 45:171-172, 1942. 

7. Ahlswede E: Arsphenamine eruptions resem- 
bling lichen planus. Arch Dermatol Syphilol 
9:479-481, 1924. 

8. Lichen planus: Secondary syphilis, SOCIETY 
TRANSACTIONS. Arch Dermatol Syphilol 38:470 
471, 1938. 

9. Lichen planus-like recurrent syphiloderm 
with severe itching, SOCIETY TRANSACTIONS. Arch 
Dermatol Syphilol 42:670-671, 1940. 

10. Hypertrophic lichen planus with palmar le- 
sions, SOCIETY TRANSACTIONS. Arch Dermatol 
94:804-806, 1966. 

ll. Lichen planus—mainly palmar involve- 
ment, SOCIETY TRANSACTIONS. Arch Dermatol 96: 


Secondary Syphilis/Lochner & Pomeranz 83 : 





may be a useful clue, even though 
they are not always present. 

These three cases are additional 
evidence reaffirming the impression 


that secondary syphilis may occur as: l 


a cutaneous eruption that resembles 
lichen planus clinically and histologi- 
cally. In view of the well-recognized 
increasing incidence of syphilis, both 
clinicians and histopathologists 
should maintain a high index of sus- 
picion and be alert to the fact that 


syphilis should be considered in the: 


differential diagnosis of lichenoid 
eruptions. 


This study was supported in part by training 
grant AM-05608-05 from the National Institutes 
of Health. 

Robert Clark, MD, and Joseph Hallett, MD, 
gave permission to report case 3. 


335-336, 1967. 

12. Lichen planus with palmar lesions, SOCIETY 
TRANSACTIONS. Arch Dermatol Syphilol 32:178, 
1935. 

13. Lichen planus involving the palms, SOCIETY 
TRANSACTIONS. Arch Dermatol Syphilol 47:268, 
1943. 

14. Generalized lichen planus with lesions of 
the palms and nails, SOCIETY TRANSACTIONS. Arch 
Dermatol Syphilol 41:813-814, 1940. 

15. Jeerapaet P, Ackerman AB: Histologic 
patterns of secondary syphilis. Arch Dermatol 
104:373-377, 1973. 


A 





84 Arch Dermatol/Vol 109, Jan 1974: 


Disseminate Elastosis 


Perforans Serpiginosa 


MAJ Steven D. Pedro, MC, USAF, 


MAJ Raymond L. Garcia, MC, USAF, Lackland Air Force Base, Tex 


Disseminate elastosis perforans ser- 
piginosa (EPS) was found in a healthy 
white man without Down syndrome 
(mongolism) or pseudoxanthoma elasti- 
cum (PXE). No other connective tissue 
disease was found. We have found no 
similar cases in our review of the litera- 
ture. 


lastosis  perforans  serpiginosa 
(EPS) is one of the primary der- 
mal elastoses clinically manifested as 
an arciform pattern of erythematous 
or skin-colored keratotic papules. Al- 
though usually limited to one ana- 
tomic area, most commonly the neck,' 
disseminated lesions have been re- 
ported in connection with Down syn- 
drome and pseudoxanthoma elasti- 
cum (PXE).2 We report a case of 
disseminate EPS unassociated with 
systemic disease. Our check of the lit- 
erature showed no similar cases. 


Report of a Case 


A 21-year-old white man had a ten-year 
history of a progressive asymptomatic, 
papular, serpiginous eruption when he was 
first examined. The first lesions were noted 
on the left side of the neck with subse- 
quent involvement of the proximal upper 
extremities, shoulders, antecubital fossae, 
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proximal lower extremities to the popliteal 
fossae, upper and lower parts of the back, 
chest, and abdomen (Fig 1). The EPS was 
initially diagnosed at age 11 from a biopsy 
specimen of the neck. The past history, 
family history, and review of skin were 
non-contributory. Physical examination re- 
vealed a well-proportioned, well-developed, 
intelligent man with numerous keratotic 
papules. The annular and serpiginous 
papules were confined to the areas men- 
tioned above. Retieulated atrophy and de- 
pigmentation were present inside the ad- 
vancing margins. No hyperelasticity of the 
skin or hyperextensibility of the joints 
were found. A simian crease of the left 
hand was present. All laboratory studies 
including a complete blood cell count, uri- 
nary basement membrane antigens, the 
VDRL test for syphilis, blood urea nitro- 
gen, serum creatinine, urinary amino 
acids, liver function tests, chest x-ray, and 
long bone surveys were within normal lim- 
its. Routine biopsy specimens of a kerato- 
tic papule demonstrated masses of eosin- 
ophilic fibers penetrating an acanthotic 
epidermis. These refracted fibers were pos- 
itive for elastin with the Verhoeff stain 
(Fig 2 and 3). Treatment was begun with 
vitamin E (alphatocopherol phosphate), 
300 mg daily. Follow-up in three months 
showed no improvement of the lesions. 


Comment 


Elastosis perforans serpiginosa, as 
defined by Mehregan, is a disease of 
transepidermal elimination. 

Other similar diseases include per- 
forating folliculitis, perforating col- 
lagenosis, calcinosis cutis, and granu- 
loma annulare.' In 26% of the cases,’ 
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Fig 2.—Hyperplastic fibers stained for 
elastin penetrating an acanthotic epi- 
dermis (Verhoeff, x 50). 


Fig 3.—High-power view of Fig 2 (Ver- 
hoeff, original magnification x 350). 


EPS has been associated with other 
diseases of connective tissue, such as 
Down syndrome (mongolism), Ehlers- 
Danlos syndrome, osteogenesis im- 
perfectae, PXE, and Marfan syn- 
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drome. The basic defect seems to in- 


volve an unrecognized abnormality of 
elastic fibers in which there is a local- 
ized increase in the size and number 
of elastic fibers, which are then ex- 





truded through the epidermis (trans- 
epidermal elimination) The  pro- 
cess extends serpiginously, leaving 
atrophie, hypopigmented, reticulated, 
scars in the center. Various treat- 
ments for EPS have included desicca- 
tion and curettage, liquid nitrogen 
destruction, cellophane tape strip- 
ping, and excision of lesions. All 
treatments have yielded variable re- 
sults.’ 
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Palmoplantar Keratosis Acuminata 


With Facial Sebaceous Hyperplasia 


Bencel L. Schiff, MD, Pawtucket, RI, David Hughes, MD, Providence, RI 


We examined a patient with acuminate 
keratoses of the palms and sole and se- 
baceous hyperplasia of the face. No sim- 
ilar cases were found in an examination 
of the literature. 


e recently had the opportunity 
to study an interesting patient 
with an unusual genodermatosis, 
characterized by an acuminate kera- 
tosis of the palms and soles and se- 
baceous hyperplasia of the face. We 
believe this case represents a variant 
of the congenital punctate kerato- 
dermas. It is well known that there 
may be interfamily variation of the 
punctate keratodermas.'* In a recent 
search of the literature, however, we 
were unable to find a report of this 
unusual phenotypic combination. We 
therefore believe this case deserves 
reporting. 


Report of a Case 


A 50-year-old, retired marine corps offi- 
cer first noted at the age of 9, “horny” 
growths on his hands and feet that in- 
volved the entire palmar and plantar sur- 
face. These lesions were asymptomatic and 
were not associated with hypohidrosis or 
hyperhidrosis. 

At the age of 12, the patient developed 
multiple 2- to 3-mm grayish-yellow papules 
of his face and anterior cervical region, 
which were asymptomatic. Over the course 
of the next 30 years, these lesions approxi- 
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mately doubled in size. 

The patient has been told that the le- 
sions of palms and soles have occurred in 
approximately 50% of the male members in 
his family over the past nine generations. 
He personally knows of his grandfather, 
father, and six of ten siblings being af- 
fected with this condition. About 50% of 
the female members have been affected 
with palmoplantar lesions without having 
the associated sebaceous hyperplasia. 

The patient has had an active life and 
has experienced excellent health, as have 
all the affected family members. There is 
no history of dental, hair, or nail abnor- 
malities or other cutaneous problems. 

Physical examination revealed on the 
palmar surface of the hands and the plan- 
tar surface of the feet numerous, discrete, 
l- to 3mm yellowish-brown, acuminate 
verruco-keratotic lesions that did not coa- 
lesce. These lesions could not be removed 
from their noninflammatory bases (Fig 1 
and 2). The nails, hair, oral mucosa, and 
dentition were normal. The entire face and 
neck, extending to and over the shoulders, 
manifested 3- to 5-mm discrete, brownish- 
yellow papules. The remainder of the skin 
was normal. 

A starch iodine test using strong iodine 
solution (Lugol’s solution) and filter paper 
showed normal to slightly decreased ec- 
crine activity of the palms and soles. The 
VDRL test for syphilis and fluorescent 
treponemal antibody and acute brain syn- 
drome (FTA-A BS) and serologic studies were 
both normal. Ophthalmologic examination 
did not disclose any corneal abnormalities. 
A biopsy specimen of a characteristic pal- 
mar lesion showed marked focal hyper- 
keratosis in a verruciform pattern. Focal 
parakeratosis, thickening of the granular 
layer, and slight irregular acanthosis char- 
acterized the epidermis. The subjacent 
corium was normal. 








4 
Fig 1.—Hand showing typical acuminate 
lesions. 
Fig 2.—Feet showing typical acuminate 
lesions. " 
* 
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A biopsy specimen of a facial papule re- 
vealed follicular plugging in an otherwise 
normal epidermis. There were increased 


=- numbers of mature sebaceous glands of 
<a 


) 


+ 


varying sizes and shapes. The accompa- 
nying hair follicles contained normal kera- 
tinaceous structures. There was a mild, 
chronic, nonfocal, inflammatory cell infil- 
tration in the papillary corium. 

The patient did not seek medical atten- 
tion for his lesions until the age of 38. The 
palmoplantar lesions remained essentially 
unchanged despite various topical treat- 
ments, except when the lesions were sub- 
jected to occasional planing with sand- 
paper. For a period of more than one year 
at four-month intervals, respectively, the 
patient was treated with 10% salicylic acid 
in anhydrous lanolin (Aquaphor), 45% urea 
in an emollient (Keri Lotion), and 0.5% tre- 
tinoin (vitamin A acid) in propylene glycol 
without marked effect. The sebaceous hy- 
perplasia has never been treated. 


Comment 


Palmar and plantar keratodermas 
are characterized by focal or diffuse 
thickening of the stratum corneum 
and may be congenital, acquired, or 
secondary to other disease processes. 
Examples of the congenital disorders 
characterized by diffuse palmoplan- 
tar keratoderma include progressive 
palmoplantar keratoderma (Greither 
disease), mal de meleda, Papillon Le- 
fevre syndrome, mutilating kerato- 
derma, and keratosis circumscripta. 
Those congenital disorders character- 
ized by focal discrete lesions include 
keratosis striata and keratosis punc- 
tata palmoplantaris. Our case proba- 
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bly represents a variant of the latter 
two types of disorders. 

Classification of this case or of any 
case of palmoplantar keratoderma is 
made by accurate documentation of 
the following characteristics: the age 
of onset; whether the palmoplantar 
hyperkeratosis is diffuse or local; the 
presence or absence of involvement of 
cutaneous sites other than palms and 
soles; the pattern of inheritance; and 
the presence or absence of the ecto- 
dermal or systemic defects. 

The palmoplantar lesions in the 
propositus and all affected relatives 
become manifest at or around pubes- 
cence, a development consistent with 
the previously reported cases of punc- 
tate palmoplantar keratoderma. All 
affected male patients show focal acu- 
minate lesions of the entire palmar 
and plantar surfaces with associated 
facial and cervical sebaceous hyper- 
plasia, whereas the affected female 
patients lack facial sebaceous hyper- 
plasia. All affected individuals lack 
extracutaneous, other ectodermal, or 
systemic defects. The previously re- 
ported palmoplantar lesions were 
punctate, in sharp contrast to the acu- 
minate spiny features reported here. 
In addition, sebaceous hyperplasia 
has not been reported to occur with 
any other congenital focal kerato- 
dermas. 

The cases of punctate palmoplantar 
keratoderma reported in the recent 
literature by Scott and Costello’ all 
showed an autosomal pattern of in- 


l 

heritance. There are sufficient cases 
in this pedigree to be certain that the 
patient's family also follows an auto- 
somal dominant inheritance pattern. 

Based on the above criteria, the 
features of this case are best classi- 
fied as keratosis punctata palmoplan- 
taris. However, the spiny configura- 
tion of the keratosis and the 
associated sebaceous hyperplasia are 
features that have, to our knowledge, 
not been previously reported with 
this condition. 

We report this case not to attach a 


new name to this variant of a previ- : 


ously reported congenital kerato- 
derma, but rather to document a fa- 
milial variation of a condition known 
to have marked interfamily vari- 
ations. We hope that with subsequent 
recording these disorders and their 
variations some day will be classified 
into syndromes that are not only clin- 
ically but also genetically under- 
standable. 
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Accessory Axillary 


Breast Tissue 


Kenneth E. Greer, MD, Charlottesville, Va 


Two cases of accessory axillary breast 
tissue developed during pregnancy. The 
literature is briefly reviewed and a differ- 
ential diagnosis made. 


Ames axillary breast tissue, 
a relatively common variety of 
supernumerary breast tissue, has re- 
ceived little attention in the derma- 
tologic literature. It is commonly bi- 
lateral, unaccompanied by an areola 
or nipple, and is usually apparent 
only at or after puberty, especially 
during pregnancy. Accessory axillary 
breast tissue is occasionally mis- 
diagnosed, sometimes symptomatic, 
and may at times develop pathologic 
changes, including carcinoma, charac- 
teristic of the normal breast. Two re- 
cent cases, one of which previously 
had been mistaken for hidradenitis 
suppurativa, prompted the following 
case reports and brief review of the 
literature of accessory axillary breast 
tissue. 


Report of Cases 


CasE 1.—A 20-year-old black woman de- 
veloped bilateral, tender, axillary masses 
during the fourth month of her third preg- 
nancy. A diagnosis of hidradenitis sup- 
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Fig 1.—Bilateral accessory axillary 
breast tissue. 





Fig 2.—Accessory axillary breast tissue 
without areola or nipple. 


purativa was made and she was referred 
to the Dermatology Clinic for treatment. 
There was no history of axillary swelling 
associated with either of her two previous 
pregnancies or with her menstrual periods, 
and the lesions had never discharged. 
Physical examination at six months’ gesta- 
tion of the fetus revealed bilateral, soft, 
moveable, and slightly tender 4 x 6-cm ax- 
illary masses (Fig 1 and 2). No nipple or 
areola was present. There were no similar 
lesions along the milk lines from her axilla 
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to her groin. Aspiratifn produced no fluid. 
An elliptical biopsy specimen revealed hy- 
perplasia of breast tissue compatible with 
.pregnancy (Fig 3). The masses were not 
hought to be contiguous with her breasts, 
which were engorged, large, and pen- 
dulous. 

CasE 2.—A 3l-year-old white woman 
first noted minimal bilateral axillary swell- 
ing during the fifth month of her first 
pregnancy. She had not previously noted 
swelling during her menstrual periods or 
when using birth control pills, which she 
had taken for eight years prior to her 
pregnancy. The areas remained asympto- 
matic, yet gradually enlarged until 36 
hours postpartum. At this time, her 
breasts began lactating, and the axillary 
masses enlarged markedly but without lac- 
tating. 

Physical examination revealed soft, but 
not tender, round axillary masses that 
measured approximately 5.1 cm in diame- 
ter (Fig 4). Neither lesion had an associ- 
ated areola or nipple. In addition, the pa- 
tient had a supernumerary nipple beneath 
the right breast in the milk line, which she 
had had “all of her life.” The super- 
numerary nipple had not changed during 
the pregnancy or puerperium. 


Comment 


The milk line or mammary ridge 
first becomes apparent in the 7- to 
8-mm long embryo, extending verti- 
cally along both sides of the ventral 
surface of the body. In the human 
embryo, the ridge usually atrophies, 
except for the thoracic area. Persist- 
ence of tissue along this milk line re- 
sults in ectopic or accessory breast 
tissue. Polythelia, polymastia, hyper- 
mastia, and supernumerary breast 
are terms used to describe this devel- 
opmental abnormality. Accessory 
breast tissue has been classified by 
Kajava into eight categories. The 
forms supernumerary breast tissue 
may take include presence of a com- 
plete breast with mammary gland tis- 
sue, nipple and areola; presence of 
gland tissue and nipple; of gland tis- 
sue and areola; of gland tissue only; 
of nipple and areola with an area of 
fat replacing mammary gland tissue 
(pseudomamma); of nipple only (poly- 
thelia); of the areola only (polythelia 
areolaris); and presence of a patch of 
hair only (polythelia pilosa). 

Polythelia, the most common form 
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Fig 3.—Hyperplastic breast tissue com- 
patible with hormonal stimulation during 


pregnancy (hematoxylin-eosin, original 
magnification x 120). 
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Fig 4.—Bilateral 
breast tissue with unilateral polythelia be- 
neath right breast. 


accessory axillary 


of supernumerary breast tissue, oc- 
curs primarily between the breast 
and the umbilicus. Actual glandular 
tissue can occur anywhere between 
the axilla and the groin. The inci- 
dence of its occurrence in women is 
probably 1% to 2%, though it has been 
reported as high as 695. Axillary 
breast tissue may represent true ec- 
topic tissue not contiguous with the 
breast, but more commonly repre- 
sents enlargement of the "axillary 
tail of Spence." This is a tongue of 
mammary tissue extending into the 
axilla from the outer margin of the 
normal breast.* 

Accessory breast tissue in the axilla 
is important for several reasons. 
First, it may become symptomatic 
during pregnancy, especially during 
the puerperium. In fact, the discovery 
of the accessory breast tissue is usu- 
ally first made during pregnancy due 
to the change it undergoes with hor- 
mona! stimulation. The breasts may 





a. we ur w- 


not only be painful but may rarely se- 


crete milk through a skin pore during 


lactation. The lesions may not ap- 
pear during the first pregnancy, but 
once they do develop, they continue to 
recur with each subsequent preg- 
nancy. They may also undergo cyclic 
changes during the menstrual period. 
Occasionally they are totally asymp- 


tomatic. Second, pathologic changes . 


occur in ectopic breast tissue, just as 
they do in pectoral breast tissue. 
Pathologic findings in 26 cases of ax- 
illary breast tissue reported by De- 


Cholnoky included normal breast tis- ` 


sue in nine, cystic disease in ten, fi- 
broadenoma in three, mastitis in four, 


and atypical duct hyperplasia or car- | 


cinoma in two. Finally, the disorder 
is often misdiagnosed. Lipoma is the 
most frequent incorrect diagnosis, al- 
though lymphadenitis, metastatic 
carcinoma, lymphoma, and hidrade- 
nitis suppurativa are reported mis- 
diagnoses. The diagnosis of accessory 
axillary breast tissue is strongly sug- 
gested by the initial appearance dur- 
ing pregnancy or by the history of cy- 
clic changes during the menstrual 
period. The diagnosis is established if 
the tissue lactates during the puerpe- 
rium. 

Treatment of symptomatic acces- 
sory breast tissue during pregnancy 
usually involves conservative man- 
agement unless there are signs sug- 
gestive of malignant tumor. The tis- 
sue usually regresses markedly after 
the lactation period, but the enlarge- 
ment and symptoms are often worse 
with each subsequent pregnancy. 
Careful dissection of the breast tissue 
from the skin and underlying fascia 
is usually curative, though the lesion 
may recur if not completely excised. 
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solely, for the adjunctive topical management for 
the relief of inflammatory manifestations of acute 
contact dermatitis. 
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Avoid inhaling. 
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Contents are under pressure. Do not puncture. 
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appropriate antifungal or antibacterial agent 
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of increased systemic absorption of the cortico- 
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from a distance of approximately 6 inches and 
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Earring Dermatitis 
Sparing the Ears 


To the Editor.—With changes in 
fashion, contact allergens have re- 
appeared in new and unsuspected 
forms. We report two cases of ec- 
zematous eruptions on the sides of 
the neck caused by hooped, nickel 
earrings. In neither case were the 
ears involved and in neither case did 
the patient suspect her earrings as 
the cause of the eruption (Fig 1 to 3). 

Pateh testing revealed both pa- 
tients to be highly allergic to nickel. 
The earrings of the two patients were 
tested with 1% dimethylglyoxime so- 
lution to demonstrate presence of 
nickel. In each case the post (which 
holds the earring in place and is in 
contact with the ear) gave a negative 
reaction for nickel, while the hoop 
(which is in contact with the neck) 
gave a strongly positive reaction (Fig 
4). The absence of nickel in the post of 
the earring explains why the eruption 
spared the ears. 

Allergic contact dermatitis on the 
sides of the neck is commonly caused 
by necklaces, perfumes, nail polish, 
and other cosmetics. Hooped, nickel 
earrings may be added to the list of 
causes of such eruptions. We also 
point out that to make this diagnosis 
it may be necessary to specifically in- 
quire about such earrings, since the 
patient may not be wearing them 
when examined, the earrings them- 
selves may leave no clues on the ear- 
lobes, and the patient may not men- 
tion them, being unaware that the 
earrings are responsible for the erup- 
tion. 

RONALD N. SHORE, MD 
Bruce J. BERGER, MD 
Philadelphia 
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Fig 1.—Acute dermatitis below and 
slightly posterior to ear. Ear itself is 
spared. 


Fig 3.—In second patient, acute derma- 
titis is present several centimeters poste- 
rior and inferior to ear. Ear itself is spared. 
This patient’s earrings have much larger 
hoop than in first case, explaining more 
posterior position of eruption. 








Fig 2.—Same patient shown wearing 
hooped earring. Angle earlobe makes with 
head results in earring contacting neck 
slightly posterior to ear, and eruption de- 
velops in this position. 


Fig 4.—This earring, previously seen in 
Fig 2, consists of post that passes through 
earlobe and hoop that contacts neck. 
Testing with 1% dimethylglyoxime solution 
indicated that only hoop contained soluble 
nickel. 
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Comment on Sunscreen Studies 
by Langner and Kligman 


To the Editor.—As a sun enthusiast 
in Florida, I have used several 4-oz 
bottles of aminobenzoic acid 5% (Pre- 
Sun) during the last year. I recently 
reviewed the study of Langner and 
Kligman, which appeared in the AR- 
CHIVES (105:851, 1972). The study dealt 
with the protection afforded by ami- 
nobenzoic acid under a variety of clin- 
ical conditions. This review prompted 
me to calculate total amounts needed 
to provide the protection they ob- 
served. They stated the following: 
When volunteers applied aminobenzoic 
acid solutions to the entire trunk, as if in 
preparation for sunbathing, they were 
found to use quite different amounts, gen- 
erally between 30yl to 50ul/sq cm. 
Extrapolating to the entire body sur- 
face, it becomes apparent that ex- 
traordinary amounts are required. 
One must apply 1 liter of solution at 
50ul/sq cm to cover a surface area of 2 
meters. Eight bottles at 4 oz each are 
sufficient. 

Incredulous, I applied 50u] and 30yl 
of the sunscreen to l-sq cm areas of 
my left arm where large beads 
formed. Minimal movement caused 
the material to spread over much 
larger areas. It is obvious that these 
amounts are impossible to apply in 
the clinical setting. It is also possible 
that the amount of protection docu- 
mented in the article may not be 
achieved in that same setting. This 
conclusion is discomforting to those 
who use 4 oz of sunscreen over several 
weeks rather than all in one day. 
According to Willis and Kligman, to 
ignore this circumstance is “covert 
approbation of Barnum’s dictum con- 
cerning the rate of birth of suckers” 
(J Soc Cos Chem 20:639, 1969). 

PAUL R. BERGSTRESSER, MD 
Miami, Fla 


Use of Hair Plugs From Skin 
Excised During Face-Lifting 


To the Editor.-During the course 
of routine face-, temporal-, or sub- 
mental-lifting in men, excised skin 
from the hair-bearing areas may be 
cut into 3-mm hair plugs and used for 
placement in balding areas of the 
scalp (Plast Reconstr Surg 50:416, 
1972). The excised skin will yield from 
70 to 100 plugs, which may be suffi- 
cient in a mild male-pattern baldness 
(Ann NY Acad Sci 83:463, 1959). In 
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more advanced cases where 300 to 400 
plugs are necessary, however, the do- 
nor site must be taken from the usual 
areas or again from the temporal 
area after six months. 

The technique involves the use of 
0.05% lidocaine (Xylocaine) with epi- 
nephrine (Adrenalin) to dissect par- 
tially the temporal hair-bearing skin 
away from the temporal vessels. The 
skin is then incised perpendicular to 
the skin surface for 1 to 2 mm so that 
the plugs may be taken in situ. The 
remainder of the skin is then excised 
and any remaining follicles are uti- 
lized. This yields approximately 60 
plugs. The same procedure is carried 
out for the ellipse-shaped skin speci- 
men taken from the submental re- 
gion. This yields approximately 15 to 
20 plugs. If the hair-bearing skin in 
the occipital region that is to be ex- 
cised is suitable for plugs, the same 
procedure can be carried out there. 

The plugs from the temporal and 
submental regions can be taken at 
any time during the operation, for 
the amount of skin to be excised from 
these areas is easily calculated before 
the routine dissection of the face-lift- 
ing. Moderate pressure is applied to 
the recipient hair plug sites and the 
facial areas for 24 hours, after which 
the bandages are removed and not 
reapplied. 

ROBERT M. WALLACE, MD 
H. GEoRGE BRENNAN, MD 
DAN ROMAINE KIRKHAM, MD 
Beverly Hills, Calif 


Onycholysis From Sodium 
Hypochlorite 


To the Editor.-A girl developed 
onycholysis after handling sodium 
hypochlorite at a swimming pool. 


Report of a Case 


An 18-year-old girl was seen on July 20, 
1972, because of onycholysis of all her fin- 
gernails. She was employed as a lifeguard 
at a swimming pool during the summer. 
One of her duties was to add a solution 
containing 16% sodium hypochlorite to the 
pool each morning, so that the pool would 
contain a free residual of chlorine of 0.4 to 
0.7 ppm. After doing this for a period of 
several weeks, she developed onychol- 
ysis. Her job was terminated at the begin- 
ning of September, at which time she went 
to school. Within one or two months, the 
condition of her nails returned to normal. 

The girl returned to the same job in June 


e 

1973, and again was required to add the so- 
dium hypochlorite to the pool. She was seen 
on June 30, 1973, with onycholysis of all her 
fingernails. The patient was advised to die 
continue this procedure, and by Aug 23, 
1973, her fingernails had already started to 
grow out normally. 


Comment 


Onycholysis refers to the separa- 
tion of the nail plate from the nail 
bed at its free margin, with progres- 
sion of the process proximally.' On- 
ycholysis may be seen secondary to 
trauma, psoriasis, eczema, hyperthy- 
roidism and hypothyroidism, syphilis, 
mycosis, hyperhidrosis, the use of nail 
hardeners as well as nail base coat, 
defective peripheral circulation, and 
congenital ectodermal defects. Photo- 
onycholysis may result from exposure 
to demethylchlortetracycline.** 

This case illustrates the occupa- 
tional hazard to which swimming pool 
lifeguard and maintenance people are 
exposed. 

RALPH J. CoskEy, MD 
Detroit 
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Acrodermatitis Enteropathica-like 
Clinical Findings 
in Two Children 


To the Editor.—This letter is writ- 
ten to report the cases of two chil- 
dren who manifested acrodermatitis 
enteropathica-like clinical findings 
who were treated with diiodohy- 
droxyquin (Diodoquin). Both subse- 
quently developed visual impairment. 


Report of Cases 


The first boy was seen at the age of 16 
months with a five-week history of a slowly 
extending eruption, which initially in- 
volved the diaper area. Eventually there 
were papulosquamous lesions of the trunk, 
face, and scalp and morbilliform lesions of 
the palms and soles. Oral patches had been 
seen initially. He had a long history of 
colic, difficulty in sleeping, and hyper- 
activity. Diiodohydroxyquin in an initial 
dosage of 650 mg four times a day pro- 
duced considerable clearing of the erup- 


Letters to the Editor 


tion, elimination offabdominal pain, and 
the patient's eating and sleeping habits 
improved. The drug therapy, with approxi- 
mately the same dosage, was continued be- 
cause reduction was followed by exacerba- 
tion of the dermatitis and gastrointestinal 
symptoms. One year after starting ther- 
apy, reduced visual acuity was noticed and 
became rapidly progressive until diiodohy- 
droxyquin therapy was discontinued. Vi- 
sual loss seemed to advance no further. 

The second child was first seen at 10 
months of age for persistent eruptions of 
two months duration. Breast feeding was 
discontinued at age 6 months, followed by 
severe diarrhea, irritability, and a general- 
ized dermatitis with eczematous to pso- 
riasiform morphologic characteristics. The 
initial impression was possible acro- 
dermatitis enteropathica. Initial therapy 
with diiodohydroxyquin, 650 mg four times 
a day, was followed by marked resolution 
of diarrhea, irritability, and dermatitis. 
Periodic exacerbations required increasing 
the dosage of the drug to 10.4 gm per day 
to control all symptoms, followed by a 
gradual reduction in dosage. 

An ophthalmologic examination was ad- 
vised and accomplished after approxi- 
mately ten months of therapy. Results of 
this examination were considered to be 
within normal limits. Several weeks later, 
visual impairment was noted by the par- 
ents. An ocular examination revealed some 
blurring of the optic disks. Diiodohydroxy- 
quin therapy was discontinued, followed 
by slow improvement in visual acuity. 


Comment 


As pointed out by Stevenson et al 
in the ARcHIVES (89:224, 1964), acro- 
dermatitis enteropathica may not al- 
ways demonstrate all classic signs 
and symptoms. To the reports of optic 
atrophy and visual loss in patients 
being treated with diiodohydroxyquin 
(Lancet 1:52, 1966; 1:261, 1966), we 
would like to add these cases. 

RICHARD A. ROMAINE, MD 
ALAN B. LACHMAN, MD 
Portland, Ore 


Comment on Vaccination 
During Pregnancy 


To the Editor.—In the April 1973 is- 
sue of the ARCHIVES, Carney et al, in 
their article on eczema vaccinatum 
and eczema herpeticum in Darier dis- 
ease, state that one study reported a 
50% rate of congenital malformations 
in offspring of women vaccinated dur- 
ing pregnancy. They quote as their 
reference for this statement an ar- 
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ticle by MacArthur, which appeared 
in Lancet (2:1104, 1952), titled "Con- 
genital Vaccinia and Vaccinia Grav- 
idarum.” 

On checking this reference, I found 
that MacArthur’s findings were in- 
correctly interpreted. He found that 
out of a total of 67 pregnant women 
vaccinated during the first trimester, 
24% “failed to give birth to a normal 
child.” The percentage of women vac- 
cinated in the second and third 
months of pregnancy who did not 
give birth to normal children was 
47%. However, on analyzing these 
cases, only one patient was docu- 
mented as having produced a child 
with a congenital abnormality, the 
nature of which was not specified. 
There were 11 miscarriages, one nor- 
mal premature birth, and five 
stillbirths. 

In other words, the findings were 
that there is a significantly increased 
mortality among the fetuses of 
women vaccinated during the first 
trimester. However, there was only 
one congenital malformation out of a 
total of 67 pregnancies, an incidence 
of about 1.5%, not 50% as quoted by 
Carney et al. 

I believe it is important to clarify 
this point. While it is uncommon to 
vaccinate women who are aware they 
are pregnant, it is not so uncommon 
to vaccinate women in the two weeks 
before conception occurs, or in very 
early pregnancy before it is diag- 
nosed. If the statement that there is a 
50% risk of congenital malformation 
were accepted, this would constitute 
an indication for therapeutic abortion 
in these women. This is certainly not 
the case, since if the fetus were in- 
fected by vaccinia, it would almost 
certainly die in utero anyway. 

Reference 9 at the end of the Ar- 
CHIVES article was incorrectly dated 
1965, instead of 1966 (Acta Med Scand 
suppl 464, pp 139-146). 

SUSANNE FREEMAN, 
MB, BS, DDM (Sydney), MACD 


Australia 
Reply 
To the Editor.-We appreciate Dr. 
Freeman's comment and  clari- 


fication. The statement "5096 rate of 
congenital malformation" was a re- 
write error and was originally meant 
to show an increased risk in not deliv- 
ering a healthy infant. 
JAMES F. CARNEY, MD 
Cleveland 


Photosensitive Lichenoid 
Eruption Associated with 
Demeclocycline ‘ 


To the Editor.-In the ARCHIVES, 


(106:58, 1972), Jones and his col-: 


leagues described three patients who 
developed a lichenoid eruption in 
heavily sun-exposed areas 14 days fol- 
lowing an "exaggerated" sunburn. 
All were receiving demeclocycline, 
which the authors relate to the li- 
chenoid eruption. 

From 1965 to the present, we used 
this drug in experiments on systemic 
drug phototoxicity. In the experi- 
ment, ingestion of demeclocycline 
was followed by four hours of sun ex- 
posure; the small test area was cov- 
ered with plastie (Mylar) to remove 
the erythema rays below 3,100 Ang- 
stroms, as is documented in the An- 
CHIVES (95:12, 1967). 

We have seen three similar exam- 
ples in approximately 200 such human 
exposures. This incidence (three in 
200) suggests the possibility that 
other clinical examples may be 
missed. The most compelling evidence 
that the drug is involved, but not nec- 
essarily on an allergic basis, is that no 
similar lichenoid dermatitis was seen 
in an equal number of subjects receiv- 
ing the same filtered sun light expo- 
sure (as a negative control) but not 
the drug. 

Because we were able to produce 
the lichenoid dermatitis through plas- 
tic film, it is suggested that the der- 
matitis possibly is due to wavelengths 
greater than 3,100 A. 

Our test dosing was 600 mg daily 
for four days, suggesting that only 
short periods of drug administration 
are required. These subjects had a 
frank phototoxic dermatitis, which 
became lichenoid about 10 to 20 days 
later and lasted from several weeks 
to two months. It is likely that transi- 
tory examples (as reported by Jones 
et al) were missed because our sub- 
jects were not examined frequently. 
The extensive exposure of four hours 
in direct sunlight may have been in- 
volved in the persistence of lesions in 
our subjects. 

Attempts to reproduce the derma- 
titis included (1) drug challenge with- 


out added light (at the same dosing z 


conditions); (2) drug challenge with 
four hours of filtered sunlight; (3) 
patch testing (1% and 5% in petrola- 
tum); (4) photo-patch testing (1% and 
5% in petrolatum); (5) passive trans- 
fer tests (with the patients' sera) 
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with added filtered light. In none of 
the three subjects did we succeed in 
‘reproducing the dermatitis. 

In conclusion, the data from these 
additional examples of the unusual 
response indicates that (1) the elicit- 
ing wavelengths are greater than 
3,100 A; the entity may not be rare, 
since it was found in three of 200 
cases here; (3) the lesions may be per- 
sistent; (4) it is likely that the drug is 
integrally involved, for similar lesions 
were not seen in the group that was 
given the placebo. 

Howarp I. MaiBACH, MD 
JOHN Epstein, MD 
MITCHELL Sams, MD 

San Francisco 


Mercury Allergy and 
Patch Testing 


To the Editor.—In a study by Baer 
et al' mercury allergy was found in 
22% of a large number of patients 
tested with a series of routine patch 
tests, as reported in the July AR- 
CHIVES. Baer et al point out that this 
percentage is far higher than the in- 
cidence of clinical mercury allergy 
among eczematous patients. They at- 
tribute the lack of correlation be- 
tween patch tests with mercury and 
mercury allergy to “low degrees of 
sensitization in many individuals.” 

While such an explanation is pos- 
sible, it is much more likely that the 
numerous positive tests represent 
weak, false-positive irritant reac- 
tions. The authors consider this possi- 
bility, and rather surprisingly dismiss 
it, stating the following: 


We consider it unlikely that a significant 
proportion of these reactions were due to 
primary irritancy of the test material 
since the tests were carried out with 0.05% 
mercury bichloride solution rather than 
with the 0.1% solution which was used by 
us in 1961 and which is the standard test 
concentration used by investigators 
throughout the world. 


Mercury bichloride is a notorious skin 
irritant, and has been abandoned as a 
patch test material in many centers, 
with the much less irritating ammo- 
niated mercury being substituted. In 
patch testing with ammoniated mer- 
cury, the incidence of mercury allergy 
was about 4% in the San Francisco 
Bay area,’ and about 5% in the coop- 
erative study undertaken by the 
North American Contact Dermatitis 
Group.? 
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Interestingly, Baer et al admit to 
in the past having fallen into the er- 
ror of regarding irritant reactions as 
allergie. In a previous report pub- 
lished in 1964,* they found 22% of pa- 
tients allergic to formaldehyde. Mai- 
bach and I thought that this high 
percentage of formaldehyde allergy 
was the result of numerous false-posi- 
tive irritant tests due to the use of 5% 
formaldehyde solution for testing.* 
We recommended a concentration of 
2% formaldehyde solution (Formalin) 
to be used for patch testing, and 
warned that even with this concen- 
tration false-positive reactions occur. 
In their 1973 report, Baer et al de- 
scribe the use of 2% formaldehyde so- 
lution and note that this decreased 
their incidence of reactions to formal- 
dehyde from 22% in 1961 to 8.7% in 
their current tests! They ascribe the 
decrease as being due to numerous 
false-positive irritant reactions that 
they obtained in their earlier study. I 
strongly suspect that if their mercury 
"allergic" patients were critically an- 
alyzed, and retested, a similar drop in 
the incidence of positive reactions 
would occur. | 

I realize that I am advancing the 
unflattering suggestion that Baer et 
al frequently cannot differentiate be- 
tween irritant and allergic reactions. 
I should quickly add, neither can I. 
The experienced patch testers of my 
acquaintance all readily admit to 
their diffieulty in distinguishing be- 
tween irritant and allergic test re- 
sults, especially when the test re- 
sponses are relatively weak. The 
patch test is a.very tricky biologic 
test, prone to both false-positive and 
false-negative results. Patch test re- 
sults must always be carefully exam- 
ined to see if they make sense clini- 
cally. If positive patch test results do 
not correspond to clinical experience, 
it is necessary to prove the validity of 
the patch test results by such well-es- 
tablished techniques as repeat test- 
ing, testing with dilutions, and usage 
tests. Baer et al failed to do this. "No 
sophisticated clinician is going to be- 
lieve the assertion that mercury is the 
most common allergen—he knows bet- 
ter. He is more likely to question the 
patch test's reliability! Results based 
on misread or misinterpreted patch 
tests on both tend to reinforce the 
widespread skepticism regarding 
patch testing prevalent in this coun- 
try. This is unfortunate, for many of 
us feel that the patch test is a seri- 
ously underutilized, as well as often 


misunderstood, tool in clinical man- 
agement. 
Ernst EPSTEIN, MD 
San Mateo, Calif 


References 


1. Baer RL, et al: The most common contact 
allergens. Arch Dermatol 108:74-78, 1973. 

2. Epstein E, Rees W, Maibach H: Recent ex- 
perience with routine patch test screening. Arch 
Dermatol 98:18-22, 1968. 

3. Epidemiology of Contact Dermatitis in 
North America: 1972, North American Contact 
Dermatitis Group. Arch Dermatol 108:537-540, 
1973. 

4. Baer RL, et al: Changing patterns of sensi- 
tivity to common contact allergens. Arch Derma- 
tol 89:3-7, 1964. 

5. Epstein E, Maibach H: Formaldehyde al- 
lergy. Arch Dermatol 94:186-190, 1966. 


Reply 


To the Editor.—Dr. Epstein’s letter 
calls attention to an important ques- 
tion: What factor explains a 22.2% in- 
cidence of positive patch test reac- 
tions to mercury bichloride? In our 
article, we stressed that most of the 
reactions elicited in our selected 
group of patients were of low inten- 
sity, and that patients with such mild 
reactions probably were not “clini- 
cally” sensitive. In view of the low 
(0.05%) concentration of mercury 
bichloride used in our tests (rather 
than the standard 0.1% concentra- 
tion), we considered it unlikely that 
the reactions were due to primary ir- 
ritant effects. Dr. Epstein, on the 
other hand, favor the latter possi- 
bility. 

Black, MD, in Auckland, New Zea- 
land (written communication, Sept 5, 
1973), found that, of 25 contact aller- 
gens tested, mercuric chloride in a 
0.1% concentration elicited the high- 
est percentage (14%) of reactions 
among his 215 patients. However, in 
only one of the 30 positively reacting 
patients was there a clinical correla- 
tion with the patient’s condition. 

Hansson and Moller (Br J Derma- 
tol 83:409, 1970) reported on patch 
tests with the organic mercury-con- 
taining compound, thimerosal (Mer- 
thiolate). With this material in a 0.1% 
solution (not a primary irritant), they 
elicited positive reactions as follows: 
16% among 203 healthy young re- 
eruits in camps, 35% among 29 
healthy young recruits who served as 
medical orderlies, 7% among 247 older 
patients with suspected contact der- 
matitis, and 0 among 51 older pa- 
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'tients with various dermatoses. The 


positive reactions to thimerosal were 
associated with itching (in favor of an 
allergie reaction) and early patch test 
reactions histologically showed the 
features of an allergic reaction. These 
features also predominated in later 
reactions. The authors were unable to 
provide a satisfactory explanation for 
the many positive patch test reac- 
tions to thimerosal or to account for 
the differences observed between 
younger and older subjects. 

Mereury has unusual effects. In 
vitro mercuric chloride, like phytohe- 
magglutinin, can cause the nonspecif- 
ic blast transformation of small lym- 
phocytes, as shown by Schoepf et al 
(Naturwissenschaften 54:568, 1967). 
In vivo it is the only substance thus 
far found that induces the apposition 
of mononuclear cells to Langerhans 
cells in nonsensitized individuals. 
This phenomenon has been observed 
only in allergic contact reactions, as 
noted by Silberberg (Acta Derm Ve- 
nereal 53:1, 1978). 

Obviously, it is not possible at this 


“etime to come to a decision regarding 


the allergic or irritant nature of 
weakly positive patch test reactions 
to mercurial compounds. 
RupoLr L. BAER, MD 
Davip R. Ramsay, MD 
New York 


Vitamin E Treatment of Dermolytic 
Bullous Dermatosis 


To the Editor.—An interesting con- 
tribution to reports on the forms of 
therapy for dermolytic bullous derma- 
tosis (dystrophic epidermolysis bul- 
losa) was made by Smith and Mich- 
ener in the ARCHIVES (108:254, 1973). 
They describe the effectiveness of 
vitamin E treatment of the disease in 
a controlled study and cite previous 
references to such treatment.'^ The 
authors stated, “In recent years, sev- 
eral authors have suggested that 
vitamin E  (pr-alpha tocopherol) 
might be useful in the treatment of 
epidermolysis bullosa." 

This is likely to cause confusion be- 
cause it suggests that vitamin E and 
DL-alpha tocopherol are synonymous. 
Actually, vitamin E and tocopherol 
are synonymous, but tocopherol is 
available in a variety of forms with 
varying therapeutic effectiveness. To- 
copherol has a number of fractions, 
the alpha fraction of which possesses 
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most of the therapeutic activity. This 
is demonstrated by the fact that 
pathological conditions in experimen- 
tal animals resulting from a vitamin 
E-defieient diet can be reversed by 
administering the alpha fraction 
alone. It has also been demonstrated* 
that D-alpha tocopherol from natural 
sources is about 36% more potent than 
DL-alpha tocopherol, which is the syn- 
thetic form. In order to obtain the 
maximum therapeutic results, there- 
fore, the p form rather than the DL 
form should be prescribed. The au- 
thors did not specify which form they 
employed in their study. The esteri- 
fied form of alpha tocopherol, either 
the acetate or succinate, is also more 
stable than the straight tocopherol. 
Incidentally, the simultaneous admin- 
istration of inorganic iron in the form 
of medicines, mixed vitamins with 
minerals, or in foods, such as cereals 
or white bread reinforced with iron, 
tends to inactivate vitamin E. 

It was refreshing to read this con- 
trolled study that confirms previous 
observations regarding the  effec- 
tiveness of vitamin E in controlling a 
hitherto untreatable disease. 

SAMUEL AYRES, JR., MD 
RICHARD MIHAN, MD 
Los Angeles 
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Intertriginous Xanthomas 


To the Editor.—The papet of Peter 
Elias, MD, and Lowell A. Goldsmith, 
MD, titled "Intertriginous Xantho- 
mata in Type II Hyperbetalipopro- 
teinemia”' compels the following 
remarks. 

We agree that the two patients 
described are presumably of the ho- 
mozygous type Ila hyperlipopro- 
teinemia classification, though the 
evidence is incomplete. 


It is known that in patients 





Fig 1.—Unusual localization of tuberous 
xanthomas in creases, around wrists, and 
between fingers in boy homozygous for 
type lla hyperlipoproteinemia. 


Fig 2.—Tuberous xanthoma in elbow 
folds of same boy. 
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homozygous for the type Ila pri- 
mary hyperlipoproteinemia of the 
provisional classification of the World 
Health Organization, the skin symp- 
toms appear earlier, are more poly- 
morphous, and more extensively de- 
veloped than in patients who are 
heterozygous.*^ 

In our opinion, the differences in 
the clinical picture are due to the high 
levels of low density lipoproteins and 
to the anatomical differences in the 
skin of infants and children. This im- 
plies that the local conditions, found 
in adults on the typical sites of tu- 
berous xanthomas, are also to be 
found in creases around the wrists, 
between the fingers, on the knuckles, 
and in the elbow folds. These changes 
are exemplified in an 18-month-old 
infant. The child's laboratory values 
included the following: total lipid 
level, 2,450 mg/100 ml; cholesterol, 
1127 mg/100 ml; low density lipo- 


protein (LDL), 2,111 mg/100 ml; and - 


LDL, 93% of total lipoprotein lipids 
(Fig 1 and 2). In our opinion it is con- 
fusing to give these variations of tu- 
berous xanthomas separate designa- 
tions as “intertriginous” or “planar” 
xanthomas. We think the latter term 
should remain reserved for the nor- 
molipemic xanthoma planum de- 
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scribed by Winkelmann and Alt- 
man.?^* 
MACHIEL K. PoLano, MD 


KAREL MARIËN, MD 
Leiden, Holland 
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Reply 


To the Editor.—Until the precise 
molecular defects in the hyper- 
lipidemias are defined, we can only 
speculate on the reasons for the par- 
ticular morphologie findings and lo- 
calizations of the clinical lesions in 
these diseases. Of special interest are 
the data of Benditt and Benditt (Proc 
Natl Acad Sci USA 70:1753, 1978) 
that raised the possibility that skin 
xanthomas may be monoclonal in ori- 
gin. As long as descriptive terms do 
not prejudice us toward a specific hy- 
pothesis, we think that the expression 
intertriginous xanthomas is a rela- 
tively safe descriptive term. 

LowELL A. GOLDSMITH, MD 
Durham, NC 


Pustular Dermatosis on Withdrawal 
of Topically Applied Steroids 


To the Editor.—Prolonged topical 
use of potent coricosteroids has been 
implicated as a cause of cutaneous at- 
rophy, a rosacea-like dermatitis, pur- 
pura, and on withdrawal, a pustular 
dermatosis.'"° The withdrawal phe- 
nomenon has been reported mostly in 
children and in women who have used 


- eorticosteroids topically for perioral 


dermatitis. I wish to report an addi- 
tional example of the withdrawal 
phenomenon in a 29-year-old man 
who had been treated for seborrhea. 

The patient stated that for 1% 
years he had used prescribed medi- 
cated shampoos and at various times 
fluocinonide, betamethasone valerate, 
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Eruption on scalp resembling pustular 
psoriasis. 


and fluocinolone acetonide creams for 
his facial and scalp seborrhea. He ap- 
plied the creams to the same locations 
on his face, neck, and scalp daily. 

On examination, there was moder- 
ate erythema with yellowish scales 
involving the cheeks, nasolabial folds, 
and mid-forehead. Faint telangiec- 
tasia and mild atrophy were present 
in the same distribution. The scalp 
was moderately scaly and erythe- 
matous. 

He was instructed to discontinue 
all medications. Two days later, he 
developed pustules over all areas pre- 
viously treated. At the height of pus- 
tulation, five days after discontinuing 
medications, the patient’s eruption 
resembled pustular psoriasis (Figure). 
Marked erythema, tenderness, and 
edema accompanied the pustules. 
Bacterial cultures were negative. 

Recovery has been slow, with per- 
sistence of blotchy erythema and 
telangiectasia now for six months. 
The seborrhea has not recurred. He 
has no personal or family history of 
psoriasis, atopy, or drug allergies and 
denies the use of topical or systemic 
photosensitizers. 

Treatment has been symptomatic 
and supportive; aseptic compresses 
were used during the pustular phase 
and emollient creams were prescribed 
later. 

This report serves only to highlight 
our need to monitor carefully the pro- 
longed topical use of potent cortico- 
steroids on the face, especially in 
chronic conditions, such as seborrhea, 
rosacea, and perioral dermatitis. The 
consequences can be prolonged and 
disfiguring. 

SAMUEL J. STEGMAN, MD 
San Francisco 
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Unilateral Nevoid Telangiectasia 


To the Editor.—Acquired telangiec- 
tasia in a unilateral distribution has 
been reported to develop during preg- 
nancy,' during puberty,’ and with cir- 
rhosis of the liver? To my knowledge, 
the following is the second case of 
unilateral nevoid telangiectasia de- 
veloping in association with cirrhosis 
of the liver to appear in the litera- 
ture. 


Report of Case 


A 54-year-old white man was first ad- 
mitted to the University of Virginia Hos- 
pital in June 1973, with jaundice, ascites, 
and a "rash" confined to the right anterior 
side of the chest. He had drunk at least one 
pint of wine daily for 35 years. He devel- 
oped lower-abdominal swelling, decreased 
appetite, and malaise four months prior to 
admission, an asymptomatic eruption on 
the right side of his thorax one month 
prior to admission, and jaundice just two 
weeks prior to admission. 

The patient had marked ascites, dilata- 
tion of the venous collaterals on the ante- 
rior trunk, gynecomastia, and atrophy of 
the testes. The most remarkable findings 
on his skin were the presence of unilateral 
arterial spiders and a macular telangiec- 
tatic vascular network on the right thorax 
(Figure). His bilirubin, alkaline phospha- 
tase, lactic dehydrogenase, serum glutamic 
oxaloacetic transaminase, and protime val- 
ues were all elevated. The albumin-globu- 
lin ratio was reversed. Esophageal var- 
ices were demonstrated radiographically 
on an upper gastrointestinal tract series. A 
presumptive diagnosis of alcoholic cir- 
rhosis of the liver was made and the pa- 
tient was treated with spironolactone, 
intramuscular (aqueous) vitamin K, thia- 
mine hydrochloride and a fluid- and so- 
dium-restricted diet. The ascites and liver 
function tests improved after one month of 
hospitalization, but the vascular lesions re- 
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Localization of vascular network to an- 


terior portion of right side of chest and to 
shoulder. 


mained unchanged. A skin biopsy speci- 
men of the telangiectatic vascular network 
was obtained, and the specimen revealed 
dilated, superficial, dermal vessels. 


Comment 


The patient most probably had cir- 
rhosis of the liver. The development 
of the macular telangiectatic area 
and pulsatile arterial spiders in a uni- 
lateral distribution is most unusual. 
The pathophysiologic mechanism of 
arterial spider formation in cirrhosis 
remains unexplained. A hypothesis 
for the development of the unilateral 
nevoid telangiectasia is that they 
may represent a latent, congenital, 
vascular nevus that becomes appar- 
ent because of some provocative stim- 
ulus, whether it be pregnancy, cir- 
rhosis, or some other cause.’ 

KENNETH E. GREER, MD 
Charlottesville, Va 
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idiopathic Pigmentation of the 
Upper Back 


To the Editor.—In our area, a new 
clinical entity of a hyperpigmentary 
disorder was noticed and followed up 
for the last ten years. Strikingly, the 
cases have a great resemblance, from 
every point of view, to such an extent 
that this new clinical entity or a new 
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syndrome deserves to be given a place 
among the already known hyperpig- 
mentary skin diseases." An appro- 
priate name for the new entity is idi- 
opathic pigmentation of the upper 
part of the back (Fig 1). 

The condition affects women in the 
age period of 20 to 50 years. None of 
the cases occurred in the male sub- 
jects. 

The site of election is, in all pa- 
tients, the upper back, mainly its up- 
per half, and the maximal affection 
was at the central part of the area in- 
volved. There was noticed in all cases 
a free area of normal-colored skin at 
the upper limit of the pigmentation 
and root of the neck; thus, the pig- 
mentation is not a descent from the 
scalp, and it did not involve the neck 
region. 

The lesions were simple, over pig- 
mentation, dark brown in color, and 
no papules were found in any case. 
The condition is symptomless and 
there is no itching; many of the pa- 
tients were not aware of its presence. 
Some of the cases were noticed dur- 
ing routine examination for other 
complaints. 


Fig 1.—Idiopathic pigmentation of upper 
part of back. 











OON AC. 2S CAEN eS 


Fig 2.—Histopathologic findings. 


Fig 3.—Histopathologic findings. 





The condition is progressive, resist- 
ant, and increases in area and in de- 
gree of pigmentation from light to 
dark brown. 

The patients were healthy, menses 
were regular,^* and had no local* or 
general associated diseases.'* No lo- 
cal irritants® were applied to the area 
and no inheritance? was noticed in 
the reported cases. Many of the mar- 
ried women are fertile and have chil- 
dren.?5 

For clarifying the exact nature of 
the idiopathic pigmentation of the 
upper back syndrome, 50 patients 
were chosen and exposed to thorough 
medical, dermatologic and histopath- 
ologic study. The histopathologic 
findings are illustrated in Fig 2 and 3. 
Both Fig 2 and 3 show the epidermis 
of normal thickness, with increased 
pigmentation of basal cells and at- 
rophy of the epidermal appendages. 
The corium shows hyaline fibrosis and 
hyalinosis, with an increased number 
of melanocytes. 
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Comment 


Idiopathic pigmentation of the up- 
per part of the back is a recently ob- 
served entity. Although the cases can 
be traced more than ten years back, 
they are now more commonly encoun- 
tered. The condition is a symptomless 
dark-brownish pigmentation of the 
center of the upper back of young and 
middle-aged women whose medical 
findings appear to be within normal 
limits. Medical and laboratory exami- 
nation failed to show any abnormal- 
ity in any of the body organs. No evi- 
 denee of either local’ or general'^ 


i predisposing factors was detected. 


There were no endocrine disturbances 
and no evidence of amyloid disease. 

The histopathologic findings could 
be summarized as follows: 

1. Epidermis.—This area shows in- 
creased pigmentation of the basal cell 
layer and melanocytes are increased 
in number. Atrophy of the epidermal 
appendages, the hair follicles, se- 
baceous and sweat glands showed in 
some sections variable degrees of 
atrophy. The epidermis is of normal 
thickness. 

2. Corium.-Hyaline fibrosis and 
hyalinosis are main features of the 
corium, and in addition, there is an 
increase in the number of mela- 
nocytes in the superficial part of the 
corium. 

3. Subeutaneous  Tissue.—Hyaline 
fibrosis is evident, as it is in the der- 
mis. There is no evidence of amyloid 
deposit. 

The occurrence of the syndrome at 
a certain age and in one sex may 
point to a possible hormonal imbal- 
ance, but this has not been deter- 
mined as yet. 

There is no available line of treat- 
ment for the condition. To correlate 
these findings, we conclude that idio- 
pathic pigmentation of the upper part 
of the back is a new syndrome. 

M. EL ZAWAHRY, MD 
Cairo, Egypt, United 
Arab Republic 
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Unsuccessful Fluorouracil 
Treatment of Psoriasis 


To the Editor.—In a letter in the 
July issue of the ARCHIVES (108:135, 
1973), Drs. Barrett and Sayers re- 
ported a case of unsuccessful fluo- 
rouracil treatment of recalcitrant 
pustular psoriasis. 

I treated three patients who had se- 
vere generalized psoriasis; two of 
these patients had erythroderma pso- 
riaticum. Treatment consisted of in- 
travenous administration of fluo- 
rouracil at a dosage of 500 mg to 1,000 
mg/day for five successive days. This 
method of treatment was a complete 
failure. It is possible that a different 
dose schedule might have been suc- 
cessful. 

ROBERT AUERBACH, MD 
New York 


Triangular Hair Patch 
as Sign of Alopecia Areata 


To the Editor.—The shape of skin 
lesions has a constant fascination for 
dermatologists. Most commonly dis- 
cerned are the round and oval forms, 
with their annular, concentric, poly- 
cyclic, and arciform variants. More 
complex are their distortions into gy- 
rate, figurate, and serpiginous out- 
lines. Linear and band patterns are 
equally striking. Whorls, dendritic 
and reticulate patterns, as well as V 
and S shapes are among the rarer 
types. Other shapes may poetically in- 
spire the imagery of ash leaves and 
fir trees, clouds, horns, serpents, the 
coast of Maine, or simply a bathing 


. suit. Some forms defy description, but 


always we know that nature abhors 
the square, the rectangle, and the tri- 
angle. The presence of these geomet- 
ric forms or of bizarre configurations 
bespeaks of an external factitious ori- 
gin rather than a natural disease pro- 
cess (Siemens HW: General Diagnosis 


Triangular area of hair growth on scalp 
of patient represents uninvolved area at 
confluence of three large circles of alo- 
pecia areata. 


and Therapy of Skin Diseases. Chi- 
cago, University of Chicago Press, 
1958). 


Report of a Case 


We recently saw a 15-year-old boy whose 
scalp was entirely bald except for a single 
triangular patch of hair growth on the 
crown (Figure). The patient related that he 
had developed a large bald spot on the occi- 
put 1% years ago. Within the year, other 
large areas of alopecia appeared on the pa- 
tient’s scalp, with the subsequent loss of all 
his scalp hair except for the 3.53.5 x 4.0- 
em triangular patch seen at this time. He 
had received neither local injections nor 
systemically administered medication and 
had used only topically applied medications 
to combat the hair loss. 

It became evident that this unusual geo- 
metric locus of hair growth was thus not a 
lesion or a new growth of hair. It was 
rather the privileged triangle of skin 
which remained unaffected when these 
great circles of alopecia areata met but did 
not overlap. Thus the sides of the triangle 
actually represent virtual arcs of the le- 
sions of alopecia areata that impinged 
upon it. 


Comment 


This geometric oddity serves to re- 
mind us that edging of alopecia 
areata is sharp and distinct and does 
not have the diffuseness of an ec- 
zematous or inflammatory process. 
Rather, it is reminiscent of the line 
of demarcation that develops in gan- 
grene. These findings suggest that 
we continue to look for a subtle inter- 
ference with blood flow in the sites of 
alopecia areata. 

WALTER B. SHELLEY, MD 
Philadelphia 
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“dexamethasone Is 
a weak steroid. 


Right? 
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V/rong. 


£ nd we can prove it. 


Study No. 1: 
Aeroseb-D ' . as effective as 


fluocinolone acetonide in seborrheic 
dermatitis. 


Study #1 suggests in a special double blind clinical trial, 
that Aeroseb-D is as effective as fluocinolone acetonide in tlie 
treatment of seborrheic dermatitis. 

Nineteen adult males with seborrheic dermatitis of the scalp, 
rated moderate to severe, were randomly divided into two groups. 
One was treated with Aeroseb-D and the other with fluocinolone 
acetonide 0.01% solution. The subjects were treated once daily 
for twenty-four days, then evaluated independently three separate 
times at four-day intervals following the end of treatment. 

The clinical investigator concluded that “both agents were 
effective. It was not possible to distinguish between them.” (1) 


Study No. 2: 
Aeroseb-D...as effective as 
fluocinolone acetonide in dandruff. 


Study #2 suggests that, in a double blind clinical trial, 
Aeroseb-D is as effective as fluocinolone acetonide in controlling 
severe scaling in dandruff. 

Twenty-four subjects with severe dandruff were divided 
randomly into two groups, one treated daily with Aeroseb-D and 
the other treated daily with fluocinolone acetonide 0.01%. Each 
subject was examined weekly for scaling. inflammation, oiliness, 


- manageability and itching. The clinician evaluating these symptoms 


was unaware of what treatment was being used on each patient. 
Following the completion of once daily treatment for four weeks, 
the sübjects were examined weekly for another three weeks to 
measure the rate of recurrence. The investigator concluded that... 
"Both preparations are effective in the treatment of dandruff. 
Differences between the two groups (of treated subjects) are minor 
and should not effect overall usage of either preparation." (2) 


Study No. 3: 
Aeroseb-D...as effective as fluocinolone 
acetonide in a vasoconstrictor assay. 


Study #3 demonstrates that dexamethasone applied in the 
Aeroseb-D dosage form produces vasoconstriction equal to or 
greater than fluocinolone acetonide in a 0.01% commercially 


- available solution. 


Relative absorption of topically applied steroids can be 
assayed using vasoconstriction as the index of comparison. (3) 


` Previous studies have shown topical fluocinolone acetonide to 


have much greater vasoconstriction activity than topical 
dexamethasone: (4) However, when an equal therapeutic dose* of 
fluocinolone acetonide .01% solution in propylene glycol and 
dexamethasone alcohol ( Aeroseb-D — dexamethasone) in an 
-alcohol-based aerosol system were compared for vasoconstrictor 
activity the Aeroseb-D dexamethasone system produced an equal 
ór slightly greater vasoconstrictor effect. (5, 6) 


>» *Equal doses are Aeroseb-D = 0.01cc. Fluocinolone acetonide solution = O.Otcc, 


judged by the investigator to be therapeutically equivalent 
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Dual use design; with. applicator tube for steroid-responsive dermatoses - 
of t the scalp, without applicator tube for treating dermatoses on other — 
areas of the body. Ray af 
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B Designed to deliver more treatments per gram thats other aerosol sprays 


o 


gets the steroid to the site of inflammation 
without disturbing the hair. 


: For ' Other Body Areas: 


Without the applicator tube (simply E 
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Ainosib.D (dexamethasone) topical TEN spray 


DESCRIPTION: Each aerosol contains: l |. 15Gm* 90 Gm. 
dexamethasone CL ee ANS wen ES ~, MORALS A Evi Faves an EUR ... 1.66 mg. | 10 mg. 


alcohol (41.9% by Weighl).... secs eden eae EET A AS T ESL O SETT st E 6.28 Gm. 37.7 Gm. 
with: isopropyl myristate and propellant (dichlGrotetahuoróelhiüina) 
Each 1 second of spray dispenses approximately 0.023 mg. of dexamethasone. 

*Sample size only — not available for sale. - 

INDICATIONS For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindicated in viral diseases of the skin such as varicella 
and vaccinia. 

Topical steroids are contraindicated in those patients with a history of hypersensitivity to By of the 
components of the preparation. 

This preparation is not for ophthalmic use: 


. Topical steroids should not be used when circulation is markedly impaired. C 


WARNINGS USAGE IN PREGNANCY: Although topical steroids have not been reported frat an 
adverse effect on the fetus, the safety of their use in pregnant females has.not absolutely been ; 
established: Therefore, they should not be used SRORETS Y on pregnant patents. or in. large agunia 

for prolonged periods of time. Q 
PRECAUTIONS |f irritation develops, the products should be discontinued and appropriate therapy | 
instituted. 

In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be 
instituted. If a favorable response does not occur promptly, the corticosteroid seule be second 

until the infection has been adequately controlled. te. 

If extensive areas are treated or if the occlusive technique is used, the possibility exists of increased k 
systemic absorption of the corticosteroid and suitable f precautions should be taken. VA 
When used about the face, the eyes should be covered and inhalation. of the spray should be avoided. - S 
This medication contains alcohol. It may produce irritation or burning sensations in open lesions. — 
ADVERSE REACTIONS The following local adverse reactions have been reported with topical cortico- _ 
steroids, either with or without occlusive dressings: burning. sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy, striae, S panan, agnetorm eruption and 


-hypopigmentation. 


* 1) G. S. Herbert Laboratories Report Series No. 7, 1973 (report available on anao seq. a 
2)G.S. Herbert Laboratories Report Series No. 6, 1973 (report available on written request). - 
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When acne washes 
are not drying enou 


A thin film of Transact will dry the oiliest of 
complexions. Its degree of drying is controlled by 
the frequency of application. It's clear, so it won't 
offend young, male sensibilities. It's pleasantly 
scented to aid in patient acceptance. It’s greaseless, 
so it won't stain clothing when used on chest, 
shoulders, or back. But most importantly, it works 
... for your patient and for you. 

Contains: LIPOSEC? brand of polyoxyethylene 
lauryl ether 6%, micropulverized sulfur 2%, 
alcohol 40%. See PDR. Supplied: 1 oz. tubes. 
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Transparent Medicated Acne Gel 
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The Society Proceedings are edited by Dr. Morris Waisman, 806 First Federal Bldg, 220 Madison 
St, Tampa, FL 33602. Transactions and photographs should be sent, in duplicate, directly to him. 


NEW YORK DERMATOLOGICAL 
SOCIETY 


Jan 23, 1973 
S. C. Atkinson, MD, Recorder 


Pruritus and Hemodialysis. Presented by 

Dr. A. W. YOUNG, JR. 

A 52-year-old white man has been 
treated by hemodialysis a total of 179 
times at a rate of two or three times 
weekly for about two years because of end- 
stage renal failure (pyelonephritis). Addi- 
tional history includes hypertension, con- 
gestive heart failure, peptic ulcer with epi- 
sodes of bleeding, cardiovascular accident, 
and pulmonary tuberculosis. His pruritus 
began coincidentally with hemodialysis 
and is more or less constant with paroxys- 
mal flares, which occur perhaps on the day 
preceding treatment, but not during hemo- 
dialysis. Dermatologic history disclosed no 
lisorders, except contact dermatitis due to 
-hrome. His drug intake consists of vita- 
"ns, folic acid, Basogel, ferrous gluco- 
nate, chloral hydrate, and digitalis. 

Examination revealed the skin to be 
moderately xerotic with numerous hyper- 
keratotic prurigo-like papules. The nail 
folds were flattened and the nails were 
white. 

Laboratory findings prior to hemodialy- 
sis included values for the following: glu- 
cose, 100 to 200 mg/100 ml; blood urea 
nitrogen (BUN), 109 to 154 mg/100 ml; se- 
rum creatinine, 17.2 mg/100 ml; and blood 
pressure, 160/100 mm Hg. The values for 
the same tests after dialysis were as fol- 
lows: glucose, 90 to 100 mg/100 ml; BUN, 
68 to 78 mg/100 ml; and blood pressure, 
140/90 mm Hg. Other values included se- 
rum sodium, 134 mEq/liter; serum potas- 
sium, 5.0 to 3.7 mEq/liter; serum chlorides, 
98 mEq/liter; carbon dioxide, 12 mEq/liter; 
total serum protein, 7 gm/100 ml; serum 
albumin, 2.9 gm/100 ml; serum bilirubin, 
0.8 mg/100 ml; serum alkaline phospha- 
tase, 760  units/100 ml; lactic dehy- 
drogenase (LDH), 159 units/ml; serum 
glutamic oxaloacetic transaminase 
(SGOT), 120 units/ml; serum calcium, 9.4 
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mg/100 ml; serum phosphorus, 7.2 mg/100 
ml; and serum uric acid, 9.4 mg/100 ml. 

X-"ay films of the spine, clavicle, and 
scapula revealed  periosteal resorption 
consistent with secondary hyperparathy- 
roidism. 

Hemogram values included a hematocrit 
reading, 30.4%; hemoglobin, 10.2 gm/100 
mi; and normal red blood cell, white blood 
cell, and differential cell counts. 


Discussion 


DR. R. MoNTGOMERY: All I see is prurigo 
nodularis. 

Dr. A. DoMONKOs: Some of the ulcerated 
lesions on the arms and back are sugges- 
tive of cryptococcosis. The peculiar dis- 
coloration and intense pruritus suggest the 
possibility of primary biliary cirrhosis. 

DR. F. DANIELS: I wonder if the patient 
had overactive parathyroids. Pruritus as- 
sociated with secondary hyperparathy- 
roidism in uremia has been treated by par- 
athyroidectomy. 

Dr. C. NELSON: This man has renal fail- 
ure. The skin color suggests it. The BUN 
of 150 mg/100 ml was reduced to 68 mg/ 
100 ml after hemodialysis. Increased BUN 
is related to rather intolerable itch, and 
that explains this man’s discomfort. 

Dr. J. McCartuy: The cause of the itch 
may not be urea but some other product. 
We are using urea in all the new emollients 
that are coming on the market. 

Dr. D. Torre: The pigmentation might 
be hemochromatin from red blood cell 
breakdown associated with multiple trans- 
fusions. 

Dr. E. THoMas: A recent article by Yat- 
zidis et al (JAMA 222:1183, 1972) discussed 
a small number of similar patients whose 
pruritus improved during hemodialysis. 
The authors found that intravenously ad- 
ministered heparin alone would produce 
similar improvement, which lasted longer 
than the period of actual heparin adminis- 
tration. 

Intravenously administered urea is used 
in relatively large amounts to decrease in- 


tracerebral and intraocular pressure, as 
well as to relieve the crisis of sickle cell dis- 
ease. Pruritus has not been reported as a 
side-effect of this procedure. 

Dr. YounG: The patient has dry skin 
with prurigo nodularis and excoriations. 
His coloration is typical and was described 
by Chargin (Arch Dermatol Syphilol 
26:314, 1932). In a study of patients on he- 
modialysis by my co-workers and me, we 
found that 31 of 36 patients, or 86%, com- 
plained of pruritus. The symptoms were 
devastating in some of them. The inci- 
dence is somewhat higher than that re- 
ported in renal patients prior to this form 
of therapy. 

Pruritus and general xerosis were re- 
lated, as was the degree of secondary hy- 
perparathyroidism and the average level of 
BUN. In two patients, pruritus recurred 
following parathyroidectomy. There ap- 
pears to be no relationship between serum 
calcium and pruritus; however, according 
to Massry et al (Clin Res 19:188, 1971), high 
calcium content in the skin may conceiv- 
ably be related to itch. Sweat gland abnor- 
malities and dysfunction also remain to be 
explored. 


THE LOS ANGELES 
DERMATOLOGICAL SOCIETY 


April 11, 1973 
Laurence J. Underwood, MD, Recorder 


Angiolymphoid Hyperplasia With  Eosino- 
philia. Presented by STEPHEN SCHWARTZ, 
MD (by invitation). 

For 12 years, multiple pruritic nodules 
have been present on the scalp of a 57- 
year-old white woman. Initially, a biopsy 
specimen was diagnosed as chronic derma- 
titis, and x-ray therapy with 400 roentgens 
given at that time was ineffective. A 1-cm 
satellite nodule was excised two months 
ago. New papules are appearing. Skull 
roentgenograms have been reported to be 
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“normal. There is no similar history in the 
family. Other medical problems have been 
reflux esophagitis and hiatal hernia, and 
lipoprotein electrophoresis reveals find- 
ings of a hyperlipemia, type II b. 

The posterior scalp reveals multiple der- 
mal nodules, clustered together and mea- 
suring from 5 mm to 3 cm, some of them 
superficially crusted. The nodules have a 
reddish hue and the hair is decreased. In- 
tradermal injection of triamcinolone aceto- 
nide (Kenalog), 20 mg per cc, into a larger 

lesion resulted in decreased pruritus. 


Discussion 


Dr. LEO INDIANER: In 1959, Dr. Louis Wi- 
ner described this disease as an atypical 
. variant of pyogenic granuloma in his ar- 
ticle on unusual vascular diseases. In 1964, 
Dr. Kimura, in the Japanese literature, de- 
scribed the condition as “eosinophilic 
lymphoiu folliculitis,’ which became 
known as Kimura disease. It has also been 
described as A-V shunt with eosinophiles 
and angioblastic lymphoid hyperplasia 
with eosinophils. Histologic changes may 
occur in the corium and in the subcutane- 
ous tissue. Occasionally, only the subcuta- 
neous fat layer is involved. Massive infil- 
tration of lymphocytes, histiocytes, and 
eosinophils associated with blood vessel 
proliferation may be noted. The endothe- 


lial cells may be very swollen, a condition 
designated as "angioblastic proliferation." 
At times, the appearance is that of an ar- 
teritis, and large arteries without inflam- 
mation may be noted. Dr. Richard Reed in 
Cancer, in 1972, postulated that perhaps a 
fistula develops between blood vessels and 
lymphatic structures. This is followed by 
proliferation of the blood vessel elements 
and the angioblastic-like areas and also the 
dense infiltrate from lymphoid prolifera- 
tion. 

Dr. ScHWARTz: This is clinically and bio- 
logically a benign lesion that occurs in 
middle-aged women. Therapeutic modali- 
ties have included irradiation, intralesional 
administration of steroids and excision. 
The first two methods mentioned have had 
variable results. 


Localized Urticaria Pigmentosa. Presented 
by FREDERIC R. ROSENBERG, MD (by in- 
vitation), MEYER BERKE, MD. 

A 4-month-old girl had the first manifes- 
tation of this disease as a bullous lesion on 
the right forearm when she was 3 days old. 
The lesion gradually cleared, leaving an er- 
ythematous hyperpigmented plaque. Sev- 
eral more bullae, some hemorrhagic and 
crusted, have appeared in the same area 


CORRECTION 


Error of Omission.—In the article, "Epidemiology of Contact Dermatitis in North 
America: 1972," prepared by some members of the North American Contact Dermatitis 


and have cleared spontaneously. The pa- 
tient's general health seems excellent. 
Discussion E 

Dr. RICHARD S. Homer: Ten years ago, I 
examined a 7-month-old girl with a similar 
disorder. There were two large nodules on 
her back, which, when rubbed, produced a 
generalized erythematous flush but no 
systemic symptoms. Without any interven- 
tion, the lesions involuted spontaneously 
by the time the patient was 6 or 7 years 
old. 

Dr. Harry Levitt: I once excised a soli- 
tary lesion of urticaria pigmentosa using 
lidocaine (Xylocaine) hydrochloride as the 
anesthetic. The patient did not exhibit a 
generalized erythema during the proce- 
dure. 

Dr. INDIANER: The tissue revealed large 
masses of mast cells, making a diagnosis 
of localized mastocytosis unmistakable. 
When we stain for mast cells, using stains 
for sulfated mucopolysaccharides, we are 
looking for heparin. There is a case report 
of excision of a localized mastocytoma with 
massive release of heparin, that resulted in 
profuse bleeding. 

Dr. RosENBERG: Because of the crusting, 
the pediatrician treated the infant initially 
for impetigo. The prognosis will be excel- 
lent for eventual complete involution. 


Group and published in the October ARCHIVES (108:537-540, 1973), an error occurred on 
page 537. The last sentence of the synopsis-abstract should read: “A new list of 19 
screening allergens recommended by the North American Contact Dermatitis Group 
has been published in the ARCHIVES (107:457, 1973).” 
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the Synalar 0.025* 


(HUOCINOLIONE ACETONIDE] 


strong start. 


Effective adjunctive therapy 
for all corticosteroid-responsive dermatoses. 


INDICATIONS: For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses. 

CONTRAINDICATIONS: Topical steroids are contraindi- 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 
of the components of the preparation. 

PRECAUTIONS: If irritation develops, the product should 
be discontinued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be discontinued 
until the infection has been adequately controlled. If extensive 
areas are treated or if the occlusive technique is used. the possi- 
bility exists of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not 
absolutely been established. Therefore. they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. The product is not for ophthalmic use. 

ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids: burn- 
ing, itching, irritation, dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. The following may occur 
more frequently with occlusive dressings than without such ther- 
apy: maceration of the skin, secondary infection, skin atrophy, 
striae, miliaria. See package insert for full prescribing information. 


Available in 15 and 60 gram tubes. 


nalar Cream 
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0.025” 


OVER A DECADE OF RELIABILITY 
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To help stop the aggravation. 
of moist lesions*... - 


(flurandrenolide) — 
Cream FIRST: 


Cordran Cream, Half Strength, is one of 

the most economical topical corticoster- 
oids available for maintenance 

therapy of widespread or chronic 

lesions. Its anti-inflammatory, anti- 

pruritic, and vasoconstrictive actions 

help control itching, burning, and pain. 
Patients rub a small quantity of the 

cream into the affected area two or three A 
times daily. { 
The cream has a specially formulated ‘ 
base that provides penetrating action. 

It leaves a smooth, pleasant-feeling film — 
on the skin. Since it is nonwaxy, there. : 

is no heavy residue. 

For control in acute dermatoses... 

use full-strength Cordran Cream. 
Contraindications: Topical corticoster- 

oids are contraindicated in vaccinia 

and varicella and in patients with a 

history of hypersensitivity to any of their 
components. 


*Responsive to topical corticosteroids. 

tin the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. 


See next page for prescribing information. 


-Cordran Cream 


(flurandrenolide) — 
Ka dermatosis wil respond to a topical corticosteroid, ° 
dt should respond to Cordran 





If a dermatosis will respond to a topical 
' * corticosteroid, it should respond to Cordran* 


Description: Cordran® (flurandrenolide, Dista) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluero-16a-hydroxyhydrocortisone 16, 17-ace- 
tonide. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 

Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 
Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) 
preparations of Cream, Ointment, or Lotion 
Cordran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas, 

Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technique is used,there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 
Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 

Acneform eruptions Hypertrichosis 


Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin Skin atrophy 

Miliaria Striae 

Secondary infection 
Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 
be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 


pH PISTA 
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Use with Occlusive Dressings 
The technique of occlusive dressings (for 
management of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help softens the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap™, or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7T.|n more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings—Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 
Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 
Lotion Cordran® (flurandrenolide, Dista), 
0.05 percent, in 15 and 60-ml. plastic bottles. 
400131 (0115734A] 


Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 


Additional information available to the profession on request. 
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American Medical Association 
535 North Dearborn Street 
Chicago, Illinois 60610 


Please send me. . . copy(ies) of 
GUIDES TO THE EVALUATION OF 
PERMANENT IMPAIRMENT. OP-298 


at $5.00 each ($2.50 for medical stu- 


dents, interns, residents). My pay- 
is enclosed. 
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For the physician involved in the 
disability rating process: It’s com- 
plete, up-to-date, authoritative, 
and indispensable. 

It covers every conceivable 
kind of permanent impairment, 
including mental disorders, that 
could enter into a disability 
award. 

It gives impairment percent- 
ages for individual systems and 
functions, for combined impair- 
ments, and for the "whole man": 
the relationship of impairment to 
the activities of daily living. 


GUIDES TO 
THE EVALUATION OF 
PERMANENT IMPAIRMENT 
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Theenlyscrub for acne, oily skin and scalp. — ^ 


New KOMEX, with effective scalp cleanser 
patented SCRUBULES " containing protein to 


— the abradant par condition hair while a 
ticles that work, then thoroughly cleaning 
completely dissolve — ^ right down to the 
helps eliminate the flaking scalp. 
common problems New KOMEX is fresh 
frequently associated smelling and econom- 
with present scrub ical — a skin and scalp 
cleansers. scrub in one-easy-to-use, 
And because it nonbreakable tube. 
dissolves, KOMEX is Try it yourself. See 
not only an effective how cool and pleasant 
scrub for acne and itis to use. Then recom- 


Division of Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road, Sunnyvale, California 94086 


oily skin, but also an mend KOMEX with 4 Barnes-Hind Laboratories 


confidence. 





Books 


Dermatitis Herpetiformis: A Specific (Immuno- 

pathological?) Entity. By J B van der Meer, MD. 
$12. Pp 121, tables and 42 illustrations. Pub- 
lished by author; available through Kooyker's 
Bookshop, Postbus 24, Leiden-2401, Holland, 
1972. 


The vesiculobullous skin diseases of 
man continue to fascinate and at the 
same time perplex the dermatologist 
because of their variable presenta- 
tions and unknown causes» À proper 
classification in the past has been 
problematic and considerable confu- 
sion still exists today. 

To the ancient physician, all bullous 
skin eruptions were called pemphigus. 
Today that diagnosis is reserved for a 
grave condition that can lead to death 
without proper therapy. Today, the 
diagnosis of pemphigus is arrived at 
by using the four major criteria we 
use to classify the bullous skin dis- 
eases of man, ie, the clinical presenta- 
tion, the histopathologic picture, the 
therapeutic response, and the immu- 
nologic findings, particularly those 
demonstrable by immunofluorescent 
techniques. 

In his book, which is really a doctor- 
al thesis, van der Meer poses the 
question, "Is dermatitis herpeti- 
formis a specific disease entity?” 
Using the four major criteria men- 
tioned above, he attempts to further 
unravel a confusing group of subepi- 
dermal bullous dermatoses, which 
Duhring labeled “dermatitis herpeti- 
formis" and which Brocq called "der- 
matites polymorphes douloureuses." 
Included under these terms are what 
we clinically recognize today as the 
classic papulovesicular disease, der- 
matitis herpetiformis, and the pre- 
dominantly bullous disease of the el- 
derly, bullous pemphigoid. Van der 
Meer's descriptions of a specific im- 
munologic finding in true dermatitis 
herpetiformis, IgA deposition in the 
derma! papillae, clearly separates this 
disease from other subepidermal bul- 
lous dermatoses. His findings, there- 
fore, collectively represent an impor- 
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tant advancement in dermatologic 
knowledge. 

The thesis is thorough and com- 
plete, although at times a bit tedious. 
The term parapemphigus is confusing 
and disturbing. Despite the author’s 
statements to the contrary, bullous 
pemphigoid remains the preferred 
term, at least in this country. Unfor- 
tunately, like all textbooks, van der 
Meer’s book is outdated due to recent 
advances. It still, however, conveys 
the excitement of a new finding. As 
such, this thesis is a must for the seri- 
ous student of the bullous skin dis- 
eases. 

ROBERT E. JORDON, MD 
Rochester, Minn 


The Journal of Investigative Dermatology. Special 
Issue on Cutaneous Genetics. Edited by W Mon- 
tagna, L Pasztor, W Quevedo, PS Porter. 
Price, $10. Pp 216, with illustrations. Williams 
& Wilkins Co, 428 E Preston St, Baltimore 
21202, 1973. 


This volume of approximately 220 
pages is worth every penny it costs 
and is a “must” for dermatologists 
who have even a remote interest in 
genetics of the skin and skin dis- 
orders. This reviewer readily admits 
to being highly prejudiced, for he too 
was greatly influenced by Cockayne’s 
text, published in 1933, titled Inher- 
ited Abnormalities of the Skin. 

The book is a veritable salmagundi. 
It is inaugurated by a charmingly 
written article by Victor McKusick, 
who brought about the renaissance in 
modern human genetics. He discusses 
what has happened to skin genetics 
over the 38 years since Cockayne’s 
text was published. This article is fol- 
lowed by extremely concise summary 
articles on basic human genetics by 
E.N. Porter and D. Martin Carter. 
While necessarily abbreviated, if di- 
gested by the reader, this informa- 
tion will go a long way toward en- 
abling him to understand the genetic 
terms that are in common parlance. 
Clever nicely reviews xeroderma pig- 
mentosum and its genetic hetero- 
geneity, bringing the reader up to 
date on the work done on the DNA 
excision repair defect, which is pres- 
ent in some but not all of the xero- 
derma pigmentosum-like syndromes. 

A large section is devoted to pig- 
ment genetics, the subject being thor- 
oughly discussed in separate articles 
of high quality by George Lipkins, 
Walter Quevedo, G. Ansiworth Harri- 


son and Carl J. Witkop, Jr. among 


others. This reviewer cannot think of , 


a better concise review of pigment 
genetics than is contained in this vol- 
ume. F.H. Ruddle and T.R. Chen 
briefly discuss somatic cell hybridiza- 
tion, a relatively new technique that 
has the potential for yielding an 
inordinate amount of information. 
While the article is not directed spe- 
cifically to any cutaneous genetic dis- 
orders, the technique nevertheless has 
great puissance, in this area. 
Extremely informative are the ar- 
ticles on alopecia and hirsutism by 
Sigfrid Muller. The article on genetic 
disorders of hair growth by Paul Por- 
ter is equally informative. Chronic 
granulomatous disease and Wiskott- 
Aldrich syndrome (Alvin Mauer), 
Chediak-Higashi syndrome (Dorothy 
Windhorst), and ichthyosiform der- 
matoses (Philip Frost) are especially 
fine presentations. 
ROBERT J. GORLIN, DDS 
Minneapolis 


Dermatology ed 2. By Patrick Hall-Smith, MD; 
Robert J Cairns, MB, BS; RLB Beare, MB, BS. 
Price, $18.50. Pp 374, with numerous illustra- 
tions. Publisher: Grune & Stratton Inc, 111 
Fifth Ave, New York 10003, 1973. 


This is a pleasant, small volume of 
374 pages, giving clinical summaries 
of most of the diseases encountered 
in dermatologic practice. A simple 
one- or two-line histopathologic com- 
ment accompanies each clinical de- 
scription. The differential diagnoses 
are complete and the treatment sec- 
tion is succinct and practical. The 
book is not burdened with references 
or with long etiologic discussions. The 
diagnostic procedures are outlined 
briefly. The clinical manifestations of 
a given disease are stated in a defini- 
tive manner from the authors' point 
of view. 

"This is a volume that can be read 
quickly and comfortably, with the 
reader assimilating the new ideas put 
forth by the authors in an organized 
fashion and scarcely missing the 
omissions necessitated by the brevity 
of the format chosen. I believe the 
medical student during his clerkship 
might find this a very comfortable in- 
troduction to dermatology. Residents 
in dermatology may find little use for 
the book, but the general practitioner 
or dermatologist may readily enjoy 
comparing his experience with that of 
the authors. 
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It's plain to see that you need more than 
an ordinary topical steroid to clear a 
dermatitis infected with fungi or bacteria. 

Vioform-H ydrocortisone, with its four- 
way action, provides the kind of comprehen- 
sive therapy many common dermatoses* 
require. 


*This drug has been evaluated as possibly effective for these indica- 
tions. See brief prescribing information. 


Vioform-Hydrocortisone 
(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS ‘ i 

Based on a review of this drug by the National Academy of 
Sciences-National Research Council and/or other information, 
FDA has classified the indications as follows: > 
“Possibly” effective: Contact or atopic dermatitis; impetigi- 
nized eczema; nummular eczema; infantile eczema; endog- 
enous chronic infectious dermatitis; stasis dermatitis; 
pyoderma; nuchal eczema and chronic eczematoid otitis 
externa; acne urticata; localized or disseminated neuro- 
dermatitis; lichen simplex chronicus; anogenital pruritus 
(vulvae, scroti, ani); folliculitis; bacterial dermatoses; my- 
cotic dermatoses such as tinea (capitis, cruris, corporis, 
pedis); moniliasis; intertrigo. CPUS 

Fina! classification of the less-than-effective indications 
requires further investigation. 


CONTRAINDICATIONS iud 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 
or related compounds; lesions of the eye; tuberculosis of the skin; 
most vira! skin lesions (including herpes simplex, vaccinia, and 
varicella). 

WARNINGS 

This product is not for ophthalmic use. , 
In the presence of systemic infections, appropriate systemic anti- 
biotics should be used. 

Usage in Pregnancy 

Although topical steroids have not been reported to have 

an adverse effect on pregnancy, the safety of their 

use in pregnant females has not been established. 

Therefore, they should not be used extensively on preg- 

nant patients in large amounts or for 

prolonged periods of time. 


Hydrocortison 


acts... 





PRECAUTIONS 

May prove irritating to sensitized skin in rare cases. If this occurs, 
discontinue therapy. May stain. 

If used under occlusive dressings or for a prolonged period, watch 
for signs of pituitary-adrenal axis suppression. 

May interfere with thyroid function tests. Wait at least one month 
after discontinuance of therapy before performing these tests. The 
ferric chloride test for phenylketonuria (PKU) can yield a false- 
positive result if Vioform is present in the diaper or urine. i 
Prolonged use may result in overgrowth of nonsusceptible organisms 
requiring appropriate therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local Drong, irritation, 
pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas. 

DOSAGE 

Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm. Ointment, 396 iodochlorhydroxyquin 
and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
Lotion, 395 iodochlorhydroxyquin and 196 hydrocortisone in a water- 
washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
pylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 ml. Mild Cream, 396 iodochlorhydroxyquin 
and 0.596 hydrocortisone in a water-washable base containing 
stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of Y? and 1 ounce. Mild 
Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone in a 
petrolatum base; tubes of Y^ and 1 ounce. 


Consult complete product literature before prescribing. 
CIBA Pharmaceutical Company 


Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 2/4856 17 
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Another fact... t 
the most widely t 

prescribed form... 

20 Gm cream i 


INSTITUTE OF ` 
CHEMICAL 


,j TECHNOLOGY 
BiU) TE HNOLOG 


SYOSSET, NEW YORK, N. y. 11791 


October 8, 1973 
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— (RUOCONOLONE ACETONDE) 
0.025 Emollient Cream 


Synalar in an emollient cream base. 


Combines the emolliency of an ointment with the cosmetic acceptability 
", Sai of a cream. 
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WV available wherever 
> 


citable whereve NIVEA’ SKIN OIL 


are sold and their companion— 


SUPERFATTED D, ASIS? SOAP 


LABORATORIES, INC. 


SOUTH NORWALK, CONN. 06856 


MAKERS OF ELASTOPLAST®-THE ORIGINAL E-L-A-S-T-I-C ADHESIVE BANDAGE AND UNIT DRESSINGS 


ats on your | 
patients face... 


may be more important than 
his chief complaint 





Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient PT.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann- La Roche 
Inc., Nutley, N.J 





"- 


. Thelesions on his face 


k 


are solar/actinic— 


so-called "senile" keratoses... 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 


selectivity of response 

After several days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas. Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 

Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: 


Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes— containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, N.J. 07110 


This patient's lesions were resolved with 


Efudex: 


fluorouracil/Roche 


5% cream/solution...a Roche exclusive 


Here's why | 


you shouldn't miss 





. the January issue 


BR 


Joseph Fletcher @ 


Michael Halberstam, M.D. e 


SPECIAL SECTION 
Ted Lewis, Jr. e 


Sidney A. Saperstein 6 


Peter J. Banks, M.D. e WHAT CANADA HAS LEARNED ABOUT 


Isaac Asimov @ 





NEW DEFINITIONS OF DEATH 


When does death occur? This noted author, visiting 
professor at the University of Virginia and 

authority on medical ethics, questions the commonly 
accepted definitions of death and raises probing 
questions about the meaning of such words as 
"human" and "alive" and "brain" and "death." 


MAKING THE ROUNDS 
WITH SIR WILLIAM OSLER 


What would this renowned physician think of today's 
mechanized-computerized-medical team "System" 
of patient care? Join him on rounds to hear 

his trenchant comments. 


MEDICINE IN CONGRESS 


THE INCREDIBLE MACHINE 
AND HOW IT GREW 


Which Congressional Committees have jurisdiction 
over national health insurance, PSROs, HMOs? 
How can a physician gain a better understanding 
of the myriad of Committees involved in 

legislation affecting health and medicine? 

Read this article. 


HOW A BILL BECOMES LAW 


What will be the fate of the half-dozen major 
national health insurance proposals? How does the 
intricate, fascinating legislative process work? 

This seasoned legislative expert with 32 years 

of experience in HEW leads you through the 
labyrinth. 
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NATIONAL HEALTH INSURANCE 
How has it affected physicians' freedoms and fees? 
Has it provided better health care? The physician 
who helped lead his profession into the program 
provides some answers from which American 
physicians can benefit. 


SCIENCE FICTION: 

REAL-LIFE MIRROR 

OF SOCIAL CHANGE 

Is science fiction pure fantasy? Or is its flight 
into the future an imaginative projection of the 
present? 
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One one-hundredth p ercent i fluocinolone acetonide in cream base for economy. 
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E224 You already know 


Neutrogena Soap. 








Now meet the rest 


of the family. 


Like Neutrogena Soap, they're all 
dedicated to sensitive skin care, all cos- 
metically elegant, all pharmaceutically 
sound. Non-drying, non-irritating and 
non-medicated. Hypo-allergenic. 

A pure, safe, gentle mildness that is 
a Neutrogena trademark. 


Neutrogena: 

Soap 

Rainbath body soap gel* 

Lotion for hands and skin* 

Body oil* 

Hand cream heavy duty formula* 

Solid soap shampoo 

Baby soap 

Unscented soap 

*Available in scented or unscented form 


Neutrogena 


For free professional samples, write: 
Medical Services, Dept. AD, Neutrogena 
Corporation, 5755 West 96th Street, 
Los Angeles, Calif. 90045., or 
Professional Pharmaceutical Corp., 
2795 Bates Rd., Montreal 251, Quebec. 
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SHELLE Y: 
CONSULTATIONS 
in DERMATOLOGY 


—completing a two-volume guide 
to 100 common skin disorders. 


Not a replacement or a new edition, but an all-new volume which 
complements—and completes—Dr. Shelley's highly-acclaimed 
Consultations in Dermatology published in 1972. 





Here again are personal consultations for 50 commonly seen con- 
ditions like nummular eczema, prurigo, candidiasis and leg ulcer. 
Each chapter comprises a full-page photograph, a brief case his- 
tory, a candid essay on management considerations, and current 
references to pertinent literature. 


Together volumes | and ll cover virtually every skin disease seen 
in general practice. Dr. Shelley's keen insights and highly- 
readable style guarantee Consultations in Dermatology a place in 
the literature of cutaneous medicine for years to come. 


By Walter B. Shelley, M.D., Prof. of Dermatology, Univ. of Penna. 
Schoo! of Medicine. Consultations II—333 pp. About $12.50. 
Consultations 1—289 pp. $11.00. 


Send & bill me for |_| 8214 Shelly ll |) 8273 Shelly | 


SITE acm | 


| W. B. SAUNDERS COMPANY 
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>| West Washington Square, Philadelphia, Pa. 19105 








ins, including 
-negative 
bacteria 


BETADINE — 77 
SKIN CLEANSER: 


Supplied: BETADINE Skin Cleanser 4 oz. plasti 
bottles. *In the rare instance of local irritation 6 


sensitivity, discontinue use in the individual. d 
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BETADINE microbicides 
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— Purdue Frederick 


© COPYRIGHT 1973, THE PURDUE FREDERICK COMPANY/NORWALK, CONN, 06856 
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For Clinical 
Reference, 
Teaching, 
Lectures. 


Fit any 2x2 
Viewer or Projector 


TYPICAL RELEASE 
ADNEXAL TUMORS OF THE SKIN— 
Tumors of Apocrine Gland, Eccrine Gland 
& Basal Cell Epithelioma 

60 color slides 
by Amir H. Mehregan, M.D. 


URETERAL INJURIES 38 slides 


by Vincent J. O'Conor, Jr. M.D. 
MEDIASTINAL MASS LESIONS IN 


INFANTS AND CHILDREN .... 
by Dr. John W. Hope, M.D. 
BREAST 

by J. Gershon-Cohen, M.D. 
PEDIATRIC COMMUNICABLE 
DISEASES 

by Karl Stillwater, M.D. 
OSSEOUS ABNORMALITIES. . 55 slides 
From Temple University Medical Center. 


ORDER DIRECT e For other series, ask for catalog M. 
MEDICAL FILM SLIDE DIVISION 
Micro X-Ray Recorder. Inc 
3755 West Lawrence 
Chicago. Ill. 60625 


38 slides 


50 slides 


33 slides $20.00 


$22.00 


312/478-8560 





Self -correct- 
ing needle 


PERMA TWEET" ELECTROLYSIS INSTRUMENT 


Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 
axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 


PERMA TWEEZ & ATTACHMENT 


.$19.45 


[] Check enclosed. 


[] Invoice after 30 days. 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department D-45 


5701 West Adams Boulevard, Los Angeles, California 90016 





d=SEB 


removes the hex 
from skin cleansing 


new d-SEB gives you the pros of pre- 
vious skin cleansers—without the con, 
hexachlorophene. 





d-SEB combines excellent detergent 
properties with the broad spectrum 
antimicrobial activity of PCMX—for 
cleansing of excessive skin oils or as 
an aid in the control of acne and 
pimples. 


d-SEB is the only concentrated anti- 
septic neutral (pH 7) gel skin cleanser. 
d-SEB contains a blend of two syn- 
thetic detergents, 296 para-chloro- 
meta-xylenol (PCMX), and sandalwood 
fragrance. 


The result is a dual action cleanser that 
dissolves and emulsifies skin oils and 
sebum while providing helpful anti- 
sepsis and eliminating irritation, red- 
ness, and dryness. 


8 A full year of testing confirms d-SEB's 
E acceptance by patients. The rich lather 
: and effective cleansing action help un- 
f plug pores and comedos; and the 
| pleasant fragrance and a-little-bit- 
goes-a-long-way economy promote 
continued use. 





FLOW PHARMACEUTICALS, INC. 
936 COMMERCIAL ST. 
PALO ALTO, CALIFORNIA 94303 


Samples available on request. 





The hex design above is a stylized version of 
the type of sign used in sorcery for such 
purposes as warding off evil spirits. 
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pr is new 


i d'eau 


As a moisturizer, moisturizer, 
deau is second 
only to nature 


Because d'eau is balanced naturally to 
simulate the protective components of 
sebum, new d'eau works like the natu- 
ral lipid film of the skin's surface: the 
hydrophilic ingredients absorb large 
quantities of water; and by holding 
this emulsified water to the skin, they 
function in a manner that prolongs 
surface moisturizing action. 


Yet, d'eau is non-occlusive, permitting 
normal transpiration of metabolites. 


d'eau also becomes second nature to 
patients because d'eau goes on and 
on naturally, and with a no-shine look 
—forming an excellent foundation for 
cosmetics for the ladies... and with a 
fragrance that is acceptable to both 
men and women...qualities that 
assure continued use. 


A small amount of hypoallergenic 
d'eau moisturizer spreads smoothly 
and easily over large areas. 


Moisturize the way nature does—do 
it the way d'eau does. 


\ 
\ 


J 





FLOW PHARMACEUTICALS, INC. 
936 COMMERCIAL ST. 
PALO ALTO, CALIFORNIA 94303 


Samples available on request. 
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"PUER. 
it doesnt | 
look like 

a tar 
shampoo." 


And Vanseb®-T Cream Tar Shampoo 
doesn't smell like one either. Most tar 
shampoos are liquids that leave the hair 
dry, brittle and unmanageable with a 
characteristically unpleasant odor. ' 
Vanseb-T is effective as an adjunct in 
the treatment of seborrheic dermatitis. 
Yet Vanseb-T leaves hair soft and silky 
without the usual tar after-odor. 
Using Vanseb-T your patients get the 
activity of tar WITHOUT tar's usual 
cosmetic liabilities. 
Vanseb-T. The elegant tar shampoo vS 
that leaves hair the way your patients 
want it. 

















Division of Allergan Pharmaceuticals 
Irvine, California 92664 


Vanseb-T 
Tar Shampoo 


Sulfur 296, salicylic acid 196, coal tar 
solution 596 (equivalent to 196 crude coal 
tar) in a blend of surfactants and 
protein. 


H G. S. Herbert Laboratories * 

































Adverse Reactions: (local) 

Burning sensations, itching, 

irritation, dryness, folliculitis, 
secondary infection, skin atrophy, 
striae, hypertrichosis, acneform 
eruption and hypopigmentation. 
Supplied: Cream 0.5% — Per Gm.: 
triamcinolone acetonide 5 mg., 
sorbic acid 0.1% and potassium 
sorbate 0.1% as preservatives; Cream 
0.1% — Per Gm.: triamcinolone 
acetonide 1 mg., sorbic acid 0.1% and 
potassium sorbate 0.1% as preserva- 
tives; Cream 0.025% — Per Gm.: 

. triamcinolone acetonide 0.25 mg., 
sorbic acid 0.1% and potassium sor- 
bate 0.1% as preservatives; all poten- 
cies are in a water base of mono and 
diglycerides, squalane, polysorbate 
80 USP, polysorbate 60, spermaceti 
USP, stearyl alcohol USP, and sor- 
bitol solution USP. Ointment 
0.595 — Per Gm.: triamcinolone 
acetonide 5 mg.; inactive 
ingredient: white petro- 
latum; Ointment 0.1% — 
Per Gm.: triamcinolone 
acetonide 1 mg.; inactive 
ingredient: white 
petrolatum. 


T Indications: For relief of 

inflammatory manifestations 
: of corticosteroid-responsive 

dermatoses. 
Contraindications: Viral skin dis- 
eases, such as varicella and 
vaccinia: hypersensitivity to any 
component (not for ophthalmic 
use); when circulation is markedly 
impaired. 
Warnings: Safety of use in preg- 
nancy has not been absolutely 
established. Do not use extensively, 
in large amounts, or for prolonged 
periods of time in pregnant patients. 
Precautions: |f irritation develops, 
discontinue use and institute ap- 
propriate therapy. In infections, use 
appropriate antifungal or antibac- 
terial agents; if a favorable response 
does not occur promptly, discon- 
tinue the corticosteroid until the 
infection Is adequately con- 
trolled. |f extensive areas are 
treated or the occlusive 
technique is used, in- 

e. creased systemic ab- 
sorption of the cortico- 
steroid may occur; take 
suitable precautions. 
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dou s 
‘dermatoses 


Free of common sensitizers —no parabens or chlorinated pheno! 
preservatives in the cream: no lanolin in the ointment. 
Fluorinated for topical effectiveness. 


-Aristocorto.5»..:: 
5 Triamcinolone Acetonide 


LEDERLE LABORATORIES, A Division of American Cyanamid Company, Pearl River, New York 10965 em» 





Introducing 
Fostex Liquid... 


Apre ctun 


un 


LATHERING MEDICATED: 
KIN CLEANSER AND SHAMAN 


Supplied: 5 fl. oz. plastic bottles. 





Now, flexible" Fostex Liquid 
for your acne regimen 


Fostex Liquid is a lathering acne wash for acne, oily skin, 
and dandruff. It degreases, dries and peels. Fostex Liquid 
is easily integrated with virtually all topical or systemic 
acne therapy in grades I, II, and III. Convenient and 
economical, New Fostex Liquid is also an effective anti- 
seborrheic shampoo for oily scalps associated with acne. 


[n addition to Fostex Liquid, Fostex is available in Cake 
and Cream forms. 


Contains: SEBULYTIC® brand of soapless cleansers and wetting agents; micropulverized sulfur 2%; salicylic acid 2%. 


Fostex 


CREAM: CAKE LIQUID 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 


iXanifcctation .— ;- 
end Management  . 
cf Urticaria 


Manifestations of urticaria: 


whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 
as the result of whealing. That this is not the "The pathogenic 


case is, however, shown in the exceptional 








cases of typical hives without itching.” mechanism. 
erence: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Dermatology, Diagnosis and 
and ed. 2, Chicago, The Year ae Publishers, Inc., 1961, p. “cy T Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) f 
Typical urticarial skin eruptions showing M,— intact mast cell 
sharply demarcated, elevated wheals. In this case, E — erythrocyte - 
wheals are surrounded by erythema. N — nucleus of endothelial cell of capillary 





Management of urticaria. 


Obviously, identifying the etiologic factor — and eliminating it — is the most satisfactory 
approach to its prevention. However, the search for a causative agent can prove lengthyor  * 
unproductive. Immediate symptomatic treatment should be considered. 

Administration of an antihistamine is often satisfactory, except for acute episodes with B is 
laryngeal edema in which epinephrine may be required. Overheating or hot baths tend to 
increase pruritus; cool colloidal baths tend to be soothing. Sedatives may prove helpful. 





Contraindications: Should not be used in newborn or premature infants; nursing mothers (if the drug is 
deemed essential, the patient should stop nursing); elderly, debilitated patients; patients hypersensitive to 
cyproheptadine and drugs of similar chemical structure; patients being treated with MAO inhibitors (see 
Drug Interactions); and those with angle-closure glaucoma, stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloroduodenal obstruction. Do not use to treat lower respiratory 
ct symptoms including asthma. 

Warnings: Overdosage of antihistamines, particularly in infants and children, may produce hallucinations, 
central nervous system depression, convulsions, and death. 

Antihistamines may diminish mental alertness; conversely, particularly in the young child, they may 
occasionally produce excitation. Patients should be warned about engaging in activities requiring alertness 
and motor coordination, such as driving a car or operating machinery. Antihistamines may have additive 
effects with alcohol and other CNS depressants, e.g., hypnotics, sedatives, tranquilizers, antianxiety 
agents. In pregnancy or in women of childbearing potential, weigh anticipated benefit against possible 
hazards to the embryo or fetus. 

Precautions: Because of its atropine-like action, use with caution in patients with a history of bronchial 
asthma or with increased intraocular pressure, hyperthyroidism, cardiovascular disease, or hypertension. 
Rarely, prolonged therapy with antihistamines may cause blood dyscrasias. 

Adverse Reactions: Most frequent—sedation and sleepiness (often transient); dryness of mouth, nose, 
and throat; thickening of bronchial secretions; dizziness; epigastric distress; disturbed coordination. 

Others that may occur—fatigue, confusion, restlessness, excitation, nervousness, hallucinations, insomnia, 
euphoria, anorexia, nausea, vomiting, diarrhea, constipation, faintness, hypotension, tightness of chest and 
wheezing, urticaria, allergic manifestations of rash and edema, anaphylactic shock, blurred vision, 
diplopia, vertigo, tinnitus, headache, palpitation, tachycardia, nasal stuffiness, urinary frequency, difficult 
urination, urinary retention, photosensitivity, hemolytic anemia, leukopenia, agranulocytosis. 

Drug Interactions: MAO inhibitors prolong and intensify the anticholinergic effects of antihistamines. 
Management of Overdosage: Reactions may vary from central nervous system depression to stimulation, 
especially in children. Atropine-like signs and symptoms (dry mouth; fixed, dilated pupils; flushing, etc.) as 
well as gastrointestinal symptoms may occur. 

If vomiting bas not occurred spontaneously, it should be induced. This is best done by having patient drink a 
glass of water after which he should be made to gag. Precautions against aspiration must be taken especially 
in infants and children. Zf patient is unable to vomit, gastric lavage is indicated. Isotonic or V4 isotonic saline is 
the lavage of choice. Saline cathartics, as milk of magnesia, are valuable for their action in rapid dilution of 
bowel content. 

Stimulants should not be used. Levarterenol bitartrate USP may be used for hypotension: 1 ml of 0.2% 
solution (0.1% base) in 250 ml of diluent. Drip at 0.5 ml/min. to give 2 micrograms (base)/min. 
intravenously, 2 micrograms/M?/min. intravenously. Titrate dose with blood pressure. (CAUTION: 
Slough results from extravascular leakage. Treat extravasated area quickly; infiltrate phentolamine 
(mesylate USP; hydrochloride NF) 5-10 mg in 15 ml of saline solution. Check the most recent package 
circular of the manufacturer of levarterenol and phentolamine for details concerning contraindications, 
warnings, precautions, and adverse reactions. ] 

How Supplied: Tablets containing 4 mg cyproheptadine HCI each, in bottles of 100; Syrup, containing 

2 mg cyproheptadine HCI per 5 ml, with alcohol 5%, and sorbic acid 0. 1% added as preservative, in bottles 
of 473 ml. 


MSD 


For moredetailed information, consult your MSD representativeor see full Prescribing SHAR K 
Information. Merck Sharp & Dohme, Division of Merck & Co., INC. , West Point, Pa. 19486. ARIE 





- PERIACTIN 


(Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 





Capsules Syrup Tablets ~ 


Panmycin* HCI Capsules Panmycin® Syrup Panmycin* Tablets ø 
(Tetracycline Hydrochloride (Tetracycline Oral Suspension, (Tetracycline Hydrociforide 
Capsules, U.S.P., Upjohn) U.S.P, Upjohn) Tablets, N.F, dog 
250 mg 425 mg pers mi 250 mg and,2d0 mg 
Each 5 ml (one teaspoonful) equivalent 4 


to 425 mg tetracycline hydrochloride 





Panmycin 
(tetracycline, Upjohn) 


Formulated for quality. 
Priced for economy. x 


) © 1974 The Upjohn Company 
The Upjohn Company, Kalamazoo, Michigan 49001 
J-3464-9 MEDB-5-S 





TEITUDEMCHTETTOU. Cem momo ci mri st a gren a Ren) srt n ug 
Panmycin Hydrochloride Capsules, 250 mg (Tetra- 
cycline Hydrochloride Capsules, U.S.P.). Each capsule 
contains tetracycline hydrochloride, 250 mg. Pan- 
mycin Syrup, 125 mg per 5 ml (Tetracycline Oral 
Suspensión, U.S.P.). Each 5 ml @ontains tetracycline 
equivalégt to 125 mg tetracycline hydrochloride. Pre- 
"served methylparaben 0.07576, propylparaben 
0.025%, a dium metabisulfite 0.1%. Panmycin 
Tablets, 250 mà and 500 mg (Tetracycline Hydro- 
chloride Tablets, \N.F.). Each tablet contains tetra- 
cycline hydrochloide, 250 mg or 500 mg. 
Indications: Infections caused by susceptible £. co// 
(urinary tract), 2. pneumoniae (respiratory tract). For 
full list of approved indications consult package insert. 
Contraindication: Hypersensitivity to tetracycline. 
Mamings: Tooth development—Use of tetracycline 
ø| during tooth development (last half of pregnancy, in- 
(| fancy and childhood to the age of 8 years) may cause 
ul px discoloration of teeth (yellow-gray-brown). 
- | Enamel hypoplasia has been reported. etracycline 
drugs should not be used in this age group unless | 
other drugs are not likely to be effective or are con- 
traindicated. \f renal impairment exists, administra- 
tion may lead to excessive systemic accumulation of 
the drug and possible liver toxicity. Under such con- 
ditions, lower than usual total doses are indicated and, 
if therapy is prolonged, serum level determinations 
of the drug may be advisable. Photosensitivity, mani- 
fested by exaggerated sunburn reaction, has been ob- 
served. Patients apt to be exposed to direct sunlight 
or ultraviolet light should be advised that this reac- 
tion can occur. Discontinue treatment at the first evi- 
dence of skin erythema. The antianabolic action of 
tetracycline ws ped anincrease in BUN. In patients 
with significantly impaired function, higher serum lev- 
els of tetracycline may lead to azotemia, hyperphos- 
phatemia, and acidosis. Usage in pregnancy (see 


above "WARNINGS" about use during tooth develop- 
ment) — Results of animal studies indicate that tetra- 
cyclines cross the placenta, are found in fetal tissues 
eand can have toxic effects on the developing fetus 
(often related to retardation of skeletal development). 
Evidence of embryotoxicity has also been noted in ani- E 
mals treated early in pregnancy. Usage in newborns, X 
infants, and children (see above "WARNINGS" about 
"4 use during tooth development) —All tetracyclines form 
| a stable calcium complex in any bone-forming tissue. 


ice rei a relineindoses of 25 mg/kg Brief, brilliant studies drawn from a close, often painful 


q6h. Reversible when drug discontinued. Tetracyclines scrutiny of human violence 
appear in milk of lactating women taking these drugs. 
Precautions: As with other antibiotics, use of this 









— | drug may result in overgrowth of nonsusceptible or- Nightmarish cases from contemporary history...war, bombings, 
~} ganisms, including fungi. If superinfection occurs, assassination, mass murder, rape, arson, riots...are the back- 
appropriate therapy should be instituted. In venereal drops against which eminent psychiatrists discuss violence and 


diseases when coexistent syphilis is suspected, dark- 


field examination should be done before treatment aggression. 
and the blood serology repeated monthly for at least Immensely revealing and readable, Dynamics of Violence ex- 
4 months. Because tetracyclines depress plasma pro- amines violent aggression in terms of historical and social di- 


thrombin activity, patients on anticoagulant therapy : sy i ee 
may require reduced anticoagulant dosage. In long- mensions in our national history, clinical case studies of violent 


iodi torv evaluation of organ individuals, and clinical research investigations. This book pro- 
Vilis Restate cee A and hand vides a bold, innovative breakthrough in our understanding and 


studies should be performed. All infections due to control of inter-human violence. 

& | GroupA beta-hemolytic streptococci should be treated 
for at least 10 days. Since bacteriostatic drugs may 
interfere with the bacteriocidal action of penicillin, 
avoid giving tetracycline with penicillin. | 
Adverse Reactions: Gastrointestinal: Anorexia, nau- 
sea, vomiting, diarrhea, glossitis, dysphagia, entero- 
colitis, and inflammatory lesions (with monilial over- 
growth) in the anogenital region. Skin: Maculopapular 
and erythematous rashes; exfoliative dermatitis has 
been reported but is uncommon; photosensitivity ts 
discussed above (see “WARNINGS"). Renal toxicity: 
Rise in BUN has been reported and is apparently dose 
related (see "WARNINGS"). Hypersensitivity reac- 
tions: Urticaria, angioneurotic edema, anaphylaxis, 
anaphylactoid purpura, pericarditis and exacerbation 
of systemic lupus erythematosus. Bu/ging fontanels: 
Reported in young infants bee ne MMMU fe sa DARREN S x 
dosage; this sign disappeared rapidly when the drug 
Econ at puel p iy ae Send me | . copy(s) of Dynamics of Violence priced at $3.95. (OP-240) My 
reported. Thyroid: When given over prolonged peri- payment of $ _______is enclosed. 
ods, Erano- Aak microscopic discoloration of thy- 
roid glands has been reported; no abnormalities of Name 
iyd function studies are known to occur. 

^ | Treatment of Overdosage: Allergic reactions associ- Adada 
ated with acute overdosage should be handled in 
usual manner (adrenalin, corticosteroids, antihista- i 
mines). Promptly eliminate unabsorbed drug and sup- ell a PRmm———————— P > 
ply all needed supportive measures. AD 174 


Cautian: Earlarallau nrnhihite dicnoncina withnant nre- 


Order your copy from the 
American Medical Association, 
535 North Dearborn Street, 
Chicago, Illinois 60610. 
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Kenalog Cream... . 


(Triamcinolone Acetonide Cream USP) 


The Inside Story 












Rapid, reliable relief c E 
E- fromitching and burning. z! J look 


- Economical,too. "| i: "4 d. 
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Cream 


(Iriamcinolone Acetonide Cream USP) 
; For mulated with Vancro APRESA glycol vanishing-cream base) 


KENALOG® CREAM 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%) 


KENALOG® CREAM 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) 


DESCRIPTION Kenalog Cream 0.1% and Kenalog Cream 
0.025%, formulated especially for use on moist, weeping 
lesions, provide respectively 0.1% and 0.025% triamcinolone 
acetonide in an aqueous vanishing cream base. The cream 
base also contains propylene glycol, cetyl alcohol, glyceryl 
stearates, spermaceti, isopropyl palmitate, and polysorbate 60. 
ACTIONS Triamcinolone acetonide cream is effective because 
of its anti-inflammatory, antipruritic and vascoconstrictor 
actions. 

INDICATIONS Kenalog (Triamcinolone Acetonide Cream 
U.S.P.) 0.1% and 0.025% Cream is intended for topical use 
for the relief of inflammatory manifestations of acute and 
chronic corticosteroid responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in vaccinia, varicella, and in those patients with a history 
of hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS General—If local infection exists, suitable 
concomitant antimicrobial therapy should be administered. 

If a favorable response does not occur promptly, application 
of the corticosteroid should be discontinued until the infection 
is adequately controlled by appropriate measures. 

Although systemic side effects are rare with topical 
corticosteroid preparations, their possible occurrence must be 
kept in mind particularly when these preparations are used 
over large areas or for an extended period of time. 

If local irritation or sensitization develops, the preparation 
should be discontinued and appropriate therapy instituted. 

These preparations are not for ophthalmic use. 

Usage in pregnancy: The safety of topical steriod prepara- 
tions during pregnancy has not been absolutely established; 
therefore, they should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steroids; their extensive use increases the possibility of 
systemic effects. For patients with extensive lesions it may be 
preferable to use a sequential approach, treating one portion 
of the body at a time. The patient should be kept under close 
observation if treated with the occlusive technique over large 
areas and over a considerable period of time. 


Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, mày develop symptoms of steroid 
withdrawal when the medication is stopped. 

Thermal homeostasis may be impaired if large areas of the 
body are covered. Use of the occlusive dressing should be 
discontinued if elevation of the body temperature occurs. 

Plastic films are often flammable and patients should be 
warned when using such materials. Extreme caution should 
be employed when films are used on children so that the 
possibility of suffocation is avoided. 

Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive and 
a substitute material may be necessary. 

If infection develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The following 
may occur more frequently with occlusive dressings than 
without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. Contact 
sensitivity to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 

DOSAGE AND ADMINISTRATION Kenalog Cream 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.196): Apply to 
the affected area 2 or 3 times daily. Rub in. 

Kenalog Cream 0.025% (Triamcinolone Acetonide Cream 
U.S.P. 0.025%): Apply to the affected area 2 to 4 times daily. 
Rub in gently. 

Occlusive Dressing Technique—Gently rub a small amount 
of the cream into the lesion until it disappears. Reapply the 
preparation leaving a thin coating on the lesion and cover 
with a pliable non-porous film. If needed, additional moisture 
may be provided by covering the lesion with a dampened 
clean cotton cloth before the plastic film is applied or by 
briefly soaking the affected area in water. 

The frequency of changing dressings is best determined on 
an individual basis. Reapplication of the preparation is 
essential at each dressing change. 

HOW SUPPLIED The 0.146 Cream is available in tubes of 
5, 15, and 60 g. and in jars of 240 g. {8 oz.) and 5 Ib. 

The 0.025% Cream is available in tubes of 15 and 60 g. 
and in jars of 240 g. (8 oz.) and 5 Ib. 


® ‘The Priceless Ingredient of every product 
is the honor and integrity of its maker.'TM 


(01973 E.R. Squibb & Sons, Inc. 324-009 
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- Treat Sense Irritated, Stubborn, — E 
.- Pustular Acne G ently! : 
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LOTION 


: Sodium Sulfacetamide. Prior m degen 
D pores from Vial to Lotion. The complete © 
Sulfacetamide 1096. Hydrocortisone 04°; 
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law ibits dispensing without pests : 
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^" 
— Sodium Sulfacetamide 10%, Hydrocortisone Alcohol 12%, Sulfur Colloid 5%. 
D e. * e 
Drying without Irritation. 
Li 
SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 
- «~ 
io 
NP»e-mmunBla | WHERE RESEARCH AND ECONOMY COME FIRST! Syosset, N. Y. 11791 
PRECAUTIONS: If excessive dryness or irritation occurs, discontinue use temporarily. *Contraindications — 1 Hydrocortisone — skin tuberculosis, 
viral infection, herpes simplex, vaccinia or varicella. 2 Sulfacetamide — kidney disease or previous sensitivity to sulfonamides. 
vu 
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Texas Pharmacal Company 


Flurobate 


(betamethasone benzoate) 


Gel 0.025% 
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Flurobate ~ 


(betamethasone benzoate) 


Gel 0.025% 


CAUTION: Federal law prohibits dispensing without a 
prescription. 
DESCRIPTION: Flurobate Gel 0.025% contains the 
active steroid compound betamethasone benzoate, the 
17-benzoate ester of betamethasone, having the chemi- 
cal formula of 9a-fluoró-118, 17, 21-trihydroxy-1658- 
methylpregna-1, 4-diene-3, 20-dione 17-benzoate. Its 
chemical structure is: 

qae 


CH C=O il 





O 


Flurobate Gel contains betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) 
alcohol, carboxy-vinyl polymer, propylene glycol, di- 
sodium edetate, diisopropanolamine and suited water. 
The gel is self-liquefying, clear, greaseless and nonstain- 
ing 


solubilized and remains in the clear film without crystalli- 
zation after evaporation of volatile substances. 

ACTIONS: Flurobate Gel is effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive action. 


INDICATIONS: Flurobate Gel (betamethasone ben- 
zoate) is intended for topical application for symptomatic 
relief and adjunctive management of the ‘inflammatory 
manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contrain- 
dicated in viral diseases of the skin, such as varicella 
and vaccinia. Topical steroids are contraindicated in 





In this formulation the active ingredient is completely 


those patients with a history of hypersensitivity to any 
of the components of the preparation. 
This preparation is not for ophthalmic use. 


PRECAUTIONS: If irritation develops, the gel should be 
discontinued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection 
has been adequately controlled. 

If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of increased sys- 
temic absorption of the corticosteroid and suitable pre- 
cautions should be taken. 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of their 
use in pregnant females has not absolutely been estab- 
lished. Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for pro- 
longed periods of time. 

Due to the alcohol content of the vehicle, Flurobate 
Gel (betamethasone benzoate) may cause mild, transient 
stinging without irritation if used on excoriated skin. 


ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical cortico- 
steroids: burning sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: Apply to affected 
areas 2 to 4 times daily as needed. 

HOW SUPPLIED: Flurobate Gel is supplied in 15 gm 
and 60 gm tubes. 

DISTRIBUTED BY: TEXAS PHARMACAL CO. 

San Antonio, Texas 78296 

U.S. Patent No. 3529060 


HOMRELEIZSISRIAIE, 


TEXAS PHARMACAL COMPANY The company that cares for your patients' skin. San Antonio, Texas 78296 


Specially formulated to cleanse, control and condition oily hair 
associated with acne. It contains special conditioners which help 
prevent tangles and fly-away hair. The pH is 5.5...leaves the hair 
soft and manageable. Gentle enough to be used as often as neces- 
sary. CONTAINS NO FORMALDEHYDE. Supplied: 4 oz. and 8 oz. 
plastic bottles. 





Whatever works well for acne works well with Pernox Shampoo 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 


Pernox:Shampoo - 


can be used daily for oily hair and scalp - 
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“Té seems clear...that there a 
is no difference in i. 2 


time or degree of efficacy 
for either the 1% or the 5% 
fluorouracil cream? 


Actinic keratosis exhibits an equivalent clinical response 
to 1% Fluoroplex* (fluorouracil) Cream and the commer- 
TU se -A cially available 5% fluorouracil cream as demonstrated 

E. =E ina recent double blind, bilaterally paired clinical investi- 
gation conducted on 16 patients!) 

Patients treated on alternate sides of the face with 

= 1% fluorouracil (Fluoroplex) Cream and the 5% cream 
an showed no significant differences in treatment time - 
required, reaction produced or therapeutic result. 


Study. Sixteen patients with a diagnosis of actinic keratosis were selected from a 
clinical practice. The medications (1% Fluoroplex Cream and the 5% fluorouracil 
cream) were supplied in blind labeled 30 gm. tubes. Patients were given application 
instructions and asked to return at 7 day intervals. Treatment was stopped on both 
sides when, in the judgment of the investigator, the keratoses had been destroyed. 


Conclusion. The results of this study in the words of the investigator, “..clearly illus- 


trate the equivalent effect produced by 1% 5-fluorouracil and the 5% 5-fluorouracil: * 
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~ « 5% Fluorouracil is 4% wasted.. * 





1% Fluoroplex* Cream. Note the homogeneity of the cream and lack of Commercial 5% fluorouracil cream. Note the relative non-homogeneity and 
f crystalline fragments. (Photomicrograph taken at 135x magnification.) the presence of many insoluble crystalline fragments. (Photomicrograph taken 
at 135x magnification.) 


Fluoroplex...1% Fluorouracil Plus a Superior Base Formulation. The apparent 
clinical equivalence of Fluoroplex Cream and the commercially available 5% fluor- 
ouracil cream tested may be due to the unique Fluoroplex base formulation. 
Fluoroplex Cream is a completely homogeneous emulsion containing 1% fluorouracil 
solubilized prior to compounding. 
Recent investigations with other drug entities point clearly to the importance 
of base formulation “..only the solubilized drug molecules can diffuse within the 
vehicle and contribute significantly to the release rate. In terms of efficacy then, 
there is a distinct advantage in completely solubilizing the drug?” 
The photomicrographs above visually demonstrate the difference. 

And Fluoroplex Costs Your Patients Less. In fact Fluoroplex offers the lowest 

cost per gram of all prepared topical fluorouracil products? 

When prescribing potent antimetab- 

olite therapy for actinic keratosis, 

shouldn't you choose Fluoroplex, 
s the lowest effective concentration? 


lf 'uoroplex^ IH 


J "f uracil) Gs Herbert Ua = - 
tories . 





Division of Allergan Pharmaceuticals, Irvine, California 92664 Please see the following page for full prescribing information. 


sdn He S. Herbert Laboratories 


1. W.L. Simmonds, M.D., Ph.D., Cutis 12(4):615-617 Oct., 1973 2. James Ostrenga, Ph.D., et al., J. Invest. Dermatol., 56:395 May, 1971 3. Cost data taken from Drug Topics Red Book, 1973. 
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5% Fluorouracil 
is 4% wasted. 





Description Fluoroplex® (fluorouracil 1% Topical Cream is a stable, standardized 
cream formulation of fluorouracil in an emulsion base with the following formula: 
A Ea iS en n poris ai ali rupe cc inet edi 1.0% 

with: ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydrox- 
ide, purified water. 

Fluoroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution 
of fluorouracil in a clear propylene glycol base with the following formula: 
200 PANNE AE A RITE EIOS MITTIT 1.096 
with: propylene glycol, sodium hydroxide-hydrochloric acid to adjust pH 9, 
purified water. 
` Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose 
metabolism it competes. It is a white crystalline substance with a melting point 
of 283 +2°C., an empirical formula of C,H;FN;O; and a molecular weight of 
130.08. It has a characteristic ultraviolet absorption maximum at 266 +1 milli- 


microns in 0.1N HCl. 


Actions There is evidence that fluorouracil (or its biological metabolites) blocks 
the methylation reaction of deoxyuridylic acid to thymidylic acid. In this fashion 
fluorouracil interferes with the synthesis of deoxyribonucleic acid (DNA) and 

to a lesser extent inhibits the formation of ribonucleic acid (RNA). 


Indications Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex 
(fluorouracil 1% Topical Cream are indicated for the topical treatment of multiple 
actinic (solar) keratoses. 


Contraindications. Should not be used in patients with known hypersensitivity 
to any of the components of the drug. 


Warnings 1) If an occlusive dressing is used there may be an increase in the 
incidence of inflammatory reactions to the adjacent normal skin. 2) The patient 
should avoid prolonged exposure to sunlight or other forms of ultraviolet irra- 
diation during treatment with Fluoroplex as the intensity of the reaction may 
be increased. 

Use in Pregnancy: Safety for use in pregnancy has not been established. 


Precautions The medication should be applied with care near the eyes, nose 
and mouth. Excessive reaction in these areas may occur due to irritation from 
accumulation of drug. To rule out the presence of a frank neoplasm, a biopsy 
should be made of those areas failing to respond to treatment or recurring after 
treatment. 


Adverse Reactions Pain, pruritus, burning, irritation, inflammation and 
dermatitis have been reported. Occasionally, hyperpigmentation and scarring 
have also been reported. 


Dosage and Administration The patient should be instructed to apply 
sufficient medication to cover the entire face or other affected areas. 

Apply medication twice daily with non-metallic applicator or fingertips and 
wash hands afterwards. A treatment period of 2-6 weeks is usually required. 

Increasing frequency of application and a longer period of administration with 
Fluoroplex may be required on areas other than the head and neck. 

When Fluoroplex is applied to keratotic skin a response occurs with the 
following sequence: erythema, usually followed by scaling, tenderness, erosion, 
ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches 
the erosion, necrosis and ulceration stage, the use of the drug should be termi- 
nated. Responses may sometimes occur in areas which appear clinically normal. 
These may be sites of subclinical actinic (solar) keratoses which the medication 
is affecting. 

How Supplied Fluoroplex (fluorouracil) 1% Topical Solution is available in 
30cc plastic dropper bottle. On prescription only. 

Fluoroplex (fluorouracil) 1% Topical Cream is available in 30 gm. tube. 

On prescription only. 


G. S. Herbert Laboratories 


Division of Allergan Pharmaceuticals, Irvine, California 92664 


INDEX OF ADVERTISERS 
B 


Barnes-Hind Pharmaceuticals ............... 17, 112 
Burroughs Wellcome Company ............... 3 
C 
Ciba Pharmaceutical Company ............... 114-115 
D 
Dermik Laboratories, Inc. ............. 29, 92, 116, 136 

Dista Products Company, Div. of 
BU Bally & Company 2.224250 actores 110-111 
Doak Pharmacal Company sis 0060025 ec2nees% 11 
Lubo Laboratorios Ines. 14... és ee ses ceees 117 
F 
Flow. Pharmmaceubtals 14.45.44. aoreet onn 124-125 
G 
General Medical Company ............. ee. 123 


Herbert, G. S., Laboratories, Division of 
Allergan Pharmaceuticals 14-15, 103-105, 126, 140-142 


L 


Lederle Laboratories, Division of 
American Cyanamid Company ........ 24-28, 93, 127 


M 
Merck Sharp & Dohme, Division of 


PASTOR AE U, i355 ooo bss erectio eo FET 130-131 
MIO- XN-RAV Récorer, LNG: so F506 60% Tam oe 123 
N 
Neutromena Cotporalion 4... sis vss nox 121 
O 
Owen Laboratories, Inc. ........ Yol VPE 3rd Cover 
P 
ION ge AS Ay ee) eee eee 18 
Proctor & Gamble Company ................- 13 
Purdue Frederick Company .................. 122 


R 


Roche Laboratories, Division of 


Hoffmann-LaRoche, Inc. 6 oi. cee ete eee’ 118-119 

S 
Sauiders, Wo Bi; Company 2:24 oo Nt 121 
Scherr Corporátgoh^.;. reor a eo to ona 90-91 
SID. E Be, MOUs: Teo uus dace cx voe 134-135 
Bretet laboratories, Int. .... corre sevo es n 9-10 


Syntex Laboratories, Inc. .. 19-22, 63, 109, 117, 121, 123 
T 


Texas Pharmacal Company ............ 66, 94, 137-138 
Tufts University School of Medicine .......... 5 
U 
DEDI GIES oa og 2.4 2 dik Moca ees PIN Bm eA 132-133 


Warner Chilcott Labs., Division of 
Warner-Lambert Company ................ 6-7 


Westwood Pharmaceuticals, Inc. ..... 2nd Cover, 12, 16, 
23, 30, 64-65, 106, 128-129, 139, 4th Cover 


e 


3) 
[es 
v 
=) 
<= 
ej 
a 
- 
9 
2 
© 
-l 
c 
O 
o 
« 
e 
N 
eo 
- 


Owen 


EMULSIFICATION ALONE DUAL-DEGREASING IONIL 
leaves some skin oils behind. Commonly-used emulsified and dissolved the cholesterol 
emulsifier with water failed to dissolve cholesterol ` for thorough dual-degreasing action. 
(a component of sebum) in this test tube. 
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Nonionic/cationic dandruff shampoos 


lonax Scrub 


Lemon scented abradant cleanser 


lonax Foam 


Oily skin cleanser 


lonil Contains: Salicylic acid 2% and benzalkonium chloride 0.2% in a blend of Owenethers™ (ethoxylates), alcohol 13%. 


Owen Laboratories lonil T Contains: lonil and Owentar® (specially processed form of coal tar solution). lonax Scrub Contains: Polyethylene 


P. O. Box 34630 


granules; Owenethers™ (ethoxylates); alcohol 12% and benzalkonium chloride 0.25% in a nonionic/cationic base. 


Dallas, Tex. 75234 lonax Foam Contains: Owenethers™ (ethoxylates) and benzalkonium chloride 0.2% in a nonionic/cationic base. 





Relieves dry skin with the first bath or shower 


: Supplied: 4, 8, and 16 fl. oz. 
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racy and completeness of the references and for their correct text 
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-Mautfectatiouc | 
and Management 
of Urticaria 


Manifestations of urticaria: 
whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 


as the result of whealing. That this is not the The pathogenic 


case is, however, shown in the exceptional 





cases of typical hives without itching." mechanism. 

Reference: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Dermatology, Diagnosis and : z a a 

Treatment, ed. 2, Chicago, The Year Book Publishers, Inc., 1961, p. 229. Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 

Typical urticarial skin eruptions showing M,— intact mast cell 

sharply demarcated, elevated wheals. In this case, E — erythrocyte 

wheals are surrounded by erythema. N — nucleus of endothelial cell of capillary 





Management of urticaria. 
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urination, urinary retention, photosensitivity, hemolytic anemia, leukopenia, agranulocytosis. 

Drug Interactions: MAO inhibitors prolong and intensify the anticholinergic effects of antihistamines. 
Management of Overdosage: Reactions may vary from central nervous system depression to stimulation, 
especially in children. Atropine-like signs and symptoms (dry mouth; fixed, dilated pupils; flushing, etc.) as 
well as gastrointestinal symptoms may occur. 

If vomiting bas not occurred spontaneously, it should be induced. This is best done by having patient drink a 
glass of water after which he should be made to gag. Precautions against aspiration must be taken especially 
in infants and children. Zf patient is unable to vomit, gastric lavage is indicated. Isotonic or ¥2 isotonic saline is 
the lavage of choice. Saline cathartics, as milk of magnesia, are valuable for their action in rapid dilution of 
bowel content. 

Stimulants should not be used. Levarterenol bitartrate USP may be used for hypotension: 1 ml of 0.2% 
solution (0.1% base) in 250 ml of diluent. Drip at 0.5 ml/min. to give 2 micrograms (base)/min. 
intravenously, 2 micrograms/M?/min. intravenously. Titrate dose with blood pressure. [CAUTION: 
Slough results from extravascular leakage. Treat extravasated area quickly; infiltrate phentolamine 
(mesylate USP; hydrochloride NF) 5-10 mg in 15 ml of saline solution. Check the most recent package 
circular of the manufacturer of levarterenol and phentolamine for details concerning contraindications, 
warnings, precautions, and adverse reactions. ] 

How Supplied: Tablets containing 4 mg cyproheptadine HCI each, in bottles of 100; Syrup, containing 

2 mg cyproheptadine HCI per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as preservative, in bottles 
of 473 ml. 


MSD 


For more detailed information, consult your MSD representative or see full Prescribing SHARE 
Information. Merck Sharp & Dohme, Division of Merck & Co., INC. , West Point, Pa. 19486. M 


for mild uncomplicated 
allergic skin manifestations of urticaria — 


PERIACTIN | 


(Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 151 
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Alpha Keri therapeutic bath oil has a proven ability 
to hold in moisture which has been 
adsorbed during a bath. The special formula disperses 
evenly throughout the water and a 
microfine, nongreasy film is uniformly desposited upon 
the skin to help relieve itching and 
dryness. The special emollients which cling to the skin 
K lubricate and soften irritated areas 
: as well as supplement the action of natural skin lipids. 
Alpha Keri cleanses and protects the skin 
without the need for harsh soaps. Available in 4, 8, and 
16 fl. oz. shatterproof plastic bottles. 
For dry, scaly, itchy skin. 


Alpha 


therapeutic bath oil 
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Adapted from Botticelli's Westwood Pharmaceuticals Inc., — * d 
Birth of Venus. Buffalo, New York 14213 


To help wows the aggravation 
of moist lesions*... 


x. 
Co Pe eb A 
Js E 35/274 Pa | 
4 AED X Cream FIRST: 


S Cordran Cream, Half Strength, is one of 
the most economical topical corticoster- 
. oids available for maintenance 
therapy of widespread or chronic 
lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 
cream into the affected area two or three 
times daily. 
The cream has a specially formulated 
base that provides penetrating action. 
Itleaves a smooth, pleasant-feeling film 
on the skin. Since it is PNN there 
is no heavy residue. NAS 


For control in acute POSSESS 
use full-strength Cordran Cream. 


Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 
and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 


*Responsive to topical corticosteroids. 

tin the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. 


See next pagefor prescribing information. 


-Cordran Cream 
à * (flurandrenolide) 
MA a dermatosis Will respond to a topical corticosteroid, 
dt should respond to Cordran 





If a dermatosis will respond to a topical 


~ corticosteroid, it should respond to Cordran? 
Taur t * 


Description: Cordran® (flurandrenolide, Dista) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 
tonjde. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzy! alcohol, and purified water. 

Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 
Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) 
preparations of Cream, Ointment, or Lotion 
Cordran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 

Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technique is used,there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 
Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin Skin atrophy 

Miliaria Striae 

Secondary infection 
Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 
be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 


[H DSTA 





(flurandrenolide) 


Use with Occlusive Dressings 
The technique of occlusive dressings (for 
management of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in & bath will help softens the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap™, or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.1n more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings—Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 
Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 
Lotion Cordran® (flurandrenolide, Dista), 
0.05 percent, in 15 and 60-ml. plastic bottles. 
400131 [0115734A] 


Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 


Additional information available to the profession on request. 


DYNAMICS 
VIOLENCE - 


Brief, brilliant studies drawn 
from a close, often painful 
scrutiny of human violence 





Jan Fawcett's superbly edited 
book takes you on an explora- 
tion into this age of violence. 


Nightmarish cases from  con- 
temporary history...war, bomb- 
ings, assassination, mass murder, 
rape, arson, riots...are the back- 
drops against which eminent psy- 
chiatrists discuss violence and 
aggression. 


Immensely revealing and read- 
able, Dynamics of Violence ex- 
amines violent aggression in 
terms of historical and social 
dimensions in our national his- 
tory, clinical case studies of 
violent individuals, and clinical 
research investigations. 


Order your copy today! Send 
your remittance to the American 
Medical Association, 535  N. 
Dearborn St., Chicago, Ill. 60610. 


Send me copy(s) of Dynamics of 
Violence priced at $3.95. (OP-240.) My 


payment of $ is enclosed. 
Name 
Address 
City/State/Zip 
AD274 
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can be used daily for oily hair and scalp 


Specially formulated to cleanse, control and condition oily hair 
associated with acne. It contains special conditioners which help 
prevent tangles and fly-away hair. The pH is 5.5...leaves the hair 
soft and manageable. Gentle enough to be used as often as neces- 
sary. CONTAINS NO FORMALDEHYDE. Supplied: 4 oz. and 8 oz. 
plastic bottles. 








Whatever works well for acne works well with Pernox Shampoo 
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WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 — 
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This needs 
the Synalar 0.025% 


(FHUOCINOIONE ACETONIDE] 


strong start. 


Effective adjunctive therapy 
for all corticosteroid-responsive dermatoses. 


INDICATIONS: For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses 

CONTRAINDICATIONS: Topical steroids are contraindi- 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 
of the components of the preparation 

PRECAUTIONS: If irritation develops. the product should 
be discontinued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does 
not occur promptly. the corticosteroid should be discontinued 
until the infection has been adequately controlled. If extensive 
areas are treated or if the occlusive technique is used, the possi- 
bility exists of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy. the safety of their use in pregnant females has not 
absolutely been established. Therefore, they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. The product is not for ophthalmic use. 

ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids: burn- 
ing. itching. irritation. dryness. folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. The following may occur 
more frequently with occlusive dressings than without such ther- 
apy: maceration of the skin. secondary infection, skin atrophy. 
striae, miliaria. See package insert for full prescribing information. 


Available in 15 and 60 gram tubes. 


nalar Cream 


[FIUOCINOIONE ACE TONIDE! 


0.025” 


OVER A DECADE OF RELIABILITY 
SYNTEX 


YNTEX LABORATORIES IN 
PALO ALTO CALIFORNIA 94304 





shedding light on the 
effectiveness of Balnetar 


y 


Psoriasis involves a number of therapies such as the use of 


light with tar. Balnetar is a combination therapy in itself. Balnetar 


It contains soothing, antipruritic Alpha Keri® and chemicall ° : 
and biologically standardized Westwood Tar. Alpha Keri water-dispersible 
softens the skin and helps relieve itching while the tar is emollient tar 
"treating" the psoriatic lesions. Easy to use Balnetar is uniform 
from batch to batch and causes minimal trauma to patients. More than just tar 


*Graphic illustrates Balnetar's substantivity photographed under black light. In 8 fl. oz. bottles.See PDR. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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The originators c of scrub cleansing 


therapy for acne 
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formulation with antibacterial action, 


erii. emulsifica 


Brasivol 2 restores antibacterial activity (avec 
since the removal of hexachlorophene) with the 
addition of para-chloro-meta-xylenol and triclosan. 
Superior emulsification is achieved through 
formulation of the surfactant cleansing base 
with polyoxyethylene lauryl ether. The size ae 
composition of the aluminum oxide scrub eee 
blends, in fine, medium and rough grades, re- — 
mains the same to provide the effective deep 
ceca’ and debris removal which Brasivol bo 
Mice z^ 


For the patient, the resultant Brasivol 2 init 
offers a softer, smoother consistency that’s _ 
easier to apply and use. Color and fragrance have 
been changed too, and pre-tested with a teen 
panel to assure greater patient acceptance. — 


Xt STIEFEL 
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ation 


For you, now rss voie enhaneed by anii- 


H . bedler acivly and with improved cosmetic 


ability to encourage continued use by your 


COMPOSITION: Brasivol 2 scrub formulations contain 


luminum Oxide Particles, 0.5% p-Chloro-m-Xylenol 


and 0.25% Triclosan in a SU/fuctinl cleansing base 


Logical Dermatologicals Since 1847 S MESA 
STIEFEL LABORATORIES, INC, OAK su, | n. y. 12400 


with polyoxy thylene lauryl ether. Brasivol 2 Base 
E 0.5% p-Chloro-m-Xylenol and 0.25% Triclosan 
(dn ANE surfactant. hoan base with polyoxyethylene 


28 
NW 


SUPPLY: Brasivol 2is supplied in convenient tubes and 
. in ecc 'omical jars. Brasivol 2 FINE for initial treatment, 
E- UM for second stage treatment and ROUGH for 
maintenance therapy. Brasivol 2 BASE is recommended 
or inflammatory acne and as an antiseptic cleanser/ 
dico cui for fime oily skin conditions. 





. She wants 
beautiful hair. 


She washes her hair at least three 
times a week. She wants a rich lather, 
"squeaky Clean” hair and manage- 
ability to let her style her hair 
beautifully. But she has seborrhea. 


You want 
effective control. 


You want to be sure the shampoo 
is cosmetically elegant, satisfies 

your patient's esthetic needs and 
provides thorough, effective con- 
trol of seborrhea and itchy scalp. 
The shampoo that does it all is 


Polytar: 


Polytar Shampoo contains 1% 
Polytar (juniper tar, pine tar, 
coal tar solution, vegetable oil, 
solubilized crude coal tar) for 
effective antiseptic, antisebor- 
rheic action. The surfactant 
base and hair conditioners 
with pH adjusted to 5.5 pro- 
duces a rich soapless lather 
and leaves the hair lustrous 
and manageable. Send for 
professional samples and let 
Potytar prove itself with your 
patients. 
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In one weekend 
you can be a more 
effective speaker. 


That’s a promise. 


0.01 er i 


How? By attending the AMA Speakers and 
Leadership Program. Over 8,000 MDs have. 
Sessions include theory and drills on message 
preparation, delivery, fielding of questions, as 
well as individual coaching and instant TV 
playback. Registration fee: $75.00. 


Programs are held at the Marriott Motor 
Hotel, O'Hare Airport in Chicago. 


Next programs are: 
Mar. 8-10, 1974 
Aug. 30-Sept. 1, 1974 
Nov. 15-17, 1974 


Contact: Mortimer Enright 
Director, AMA Speakers 
and Leadership Programs 
535 N. Dearborn St. 
Chicago, IIl. 60610 
(312) 751-6484 





From the Originators o 
Benzoyl Peroxide Acne Therapy 


an alternate modal ity containing 596 or 1096 Benzoyl Peroxide 


and 6% Polyoxyethylene Lauryl Ether,409 Alcohol 
hen you Prefer “Gel” Therapy for Certain Patients 
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- The only scrub for acne,oily skin and scalp. : 


New KOMEX, with effective scalp cleanser 
patented SCRUBULES" containing protein to 


. . — the abradant par- condition hair while 
ticles that work, then thoroughly cleaning 
completely dissolve — right down to the 
helps eliminate the flaking scalp. 
common problems New KOMEX is fresh 
frequently associated = smelling and econom- 
with present scrub ical—a skin and scalp 
cleansers. scrub in one-easy-to-use, 

And because it nonbreakable tube. 
dissolves, KOMEX is Try it yourself. See 
not only an effective how cool and pleasant 
scrub for acne and it is to use. Then recom- 


oily skin, but also an mend KOMEX with E Barnes-Hind Laboratories 
: Division of Barnes-Hind Pharmaceuticals, Inc. 
confidence. 895 Kifer Road, Sunnyvale, California 94086 
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It's plain to see that you need more than 
an ordinary topical steroid to clear a 
dermatitis infected with fungi or bacteria. 

Vioform-H ydrocortisone, with its four- 
way action, provides the kind of comprehen- 
sive therapy many common dermatoses* 
require. 


*This drug has been evaluated as possibly effective for these indica- 
tions. See brief prescribing information. 


Vioform-Hydrocortisone 
(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the National Academy of 
Sciences-National Research Council and/or other information, 
FDA has classified the indications as follows: 

"Possibly" effective: Contact or atopic dermatitis; impetigi- 
nized eczema; nummular eczema; infantile eczema; endog- 
enous chronic infectious dermatitis; stasis dermatitis; 
pyoderma; nuchal eczema and chronic eczematoid otitis 


externa; acne urticata; localized or disseminated neuro- 
dermatitis; lichen simplex chronicus; anogenital pruritus 
(vulvae, scroti, ani); folliculitis; bacterial dermatoses; my- 
cotic dermatoses such as tinea (capitis, cruris, corporis, 
pedis); moniliasis; intertrigo. 

Final classification of the less-than-effective indications 
requires further investigation. 


CONTRAINDICATIONS 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 
or related compounds; lesions of the eye; tuberculosis of the skin; 
most viral skin lesions (including herpes simplex, vaccinia, and 
varicella). 

WARNINGS 

This product is not for ophthalmic use. 
In the presence of systemic infections, appropriate systemic anti- 
biotics should be used. 

Usage in Pregnancy 

Although topical steroids have not been reported to have 

an adverse effect on pregnancy, the safety of their 

use in pregnant females has not been established. 

Therefore, they should not be used extensively on preg- 

nant patients in large amounts or for 

prolonged periods of time. 


acts... 








PRECAUTIONS 

May prove irritating to sensitized skin in rare cases. If this occurs, 
discontinue therapy. May stain. 

If used under occlusive dressings or for a prolonged period, watch 
for signs of pituitary-adrenal axis suppression. 

May interfere with thyroid function tests. Wait at least one month 
after discontinuance of therapy before performing these tests. The 
ferric chloride test for phenylketonuria (PKU) can yield a false- 
positive result if Vioform is present in the diaper or urine. 
Prolonged use may result in overgrowth of nonsusceptible organisms 
requiring appropriate therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local burning, irritation, 
pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas. 

DOSAGE 

Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
Lotion, 395 iodochlorhydroxyquin and 196 hydrocortisone in a water- 
washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
pylene glycol, sorbitan trio!eate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 ml. Mild Cream, 396 iodochlorhydroxyquin 
and 0.596 hydrocortisone in a water-washable base containing 
stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of Y? and 1 ounce. Mild 
Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone in a 
petrolatum base; tubes of V? and 1 ounce. 


Consult complete product literature before prescribing. 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 2/4856 17 


Vioform- 


Hydrocortison 


iodochlorhydroxyquin 


and hydrocortisone 


Another fact... p" M 


the most widely 
prescribed form... 
20 Gm cream 







Announcing! 


A new edition of CPT! Over 2,000 new and 
revised procedures! The most comprehensive 
listing ever! 


Physicians’ 
Current 
Procedural 

Terminology 


$5.00 each- single copies 

$4.50 each- 11 or more copies 

$5.50 each- areas outside 
U.S., U.S. Possessions, 
Canada and Mexico 


Microfiche and magnetic com- 
puter tapes are also available. 
Prices furnished upon request. 


Physicians’ Current Procedural Terminology 


is a listing of medical terms 
and identifying codes for re- 
porting medical services and 
procedures performed by 
physicians, - and may be used 


American Medical Association 


in the development of billing 
systems, relative value stu- 
dies, guidelines for medical 
care review, and for practice 
management purposes. 


535 North Dearborn Street/Chicago Illinois 60610 


Enclosed is $.  — for 


copy(s) of Current Pro- 


cedural Terminology, 3rd Edition (CPT-3), OP-41. 


Name 


Address 
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Clinical Considerations — 
INDICATIONS: TINACTIN Cream ond Solution 
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TINACTIN Powder contains an effective topical 


treatment of these le: ns 
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Powder ond Powder Aerosol are recon 
for adiunctive use with TINACTIN Solution 


and other naturally moist skin areas in which 


ry na moy enr i ce ne tner pe ré SI onse 
TINACTIN Powder or Powder Aerosol mo; 
ais be sed yl ne in simt eo JSex ! mHE inre T 


that respond to treatment with ar intirtunaal 


powder and measures that promote skin hyġiene 
r i TI ^ “TIN 
FC AINA ry [ lete rer WAAN 4 Powder 


or Powder Aerosol alone may be continued 1 
maintain remission or reduce risk of infection. In 
funqous lesion: f the scalp, na € Inga 


` + +r 
ry*l mc 
pain 


Powder or Powder Aerosol moy be used 


concurrently with arise fulvin for adjunctive loca 
benefit. WARNING: In case of sensitizat 

irritation due to TINACTIN 

their ingredients, treatment sr ] be aiscontit 
Keep out of eyes. TINACTIN Powder Aerosol 
Ck yntents nder pressure D' f T DUI ture D f 
use or store near heot 


t temper Jt Ires JDove i 7 
Never throw container into fire or incinerator. Keer 
out of reach of children. PRECAUTIONS: If a patie 


vement after four week 

treatment with TINAC ] 
reviewed. In mixed intectior where Dacreria Of 
nonsusceptible TUNGI, SUC h as Conaido albicans are 
present, supplementary topical or systemic ant 
ntect ve ther Yr Y S If ] sted Thore no evider 

late thot t tate (c 
infections with nonsusceptibie microorganism 


such as bacteria. Treatment with TINA “TIN 


Cream Solution. Powder or Powder Aerosol 


\ f 

Dé MI TI * 

n yt n nsit x^ t orair 
t? t 
SÉ t late ene! 

| pa 

bet ( A few T: d irritatior 
IoSSIIL j t ( 

rm * or 

“Tir ine nt er! ie 


irritation from TINACTIN Powder have beer 


reported. Although any new substan e applied 
pica [ ally 70 
len rg 
dermotitis has not yet been ot zed with 
tolnaftate. HOW SUPPLIED: TINACTIN Cream | 
15g. collapsible tube wit! ing tip 


TINACTIN Solution 1%, 10 cc. plastic squeeze 
bottle. TINACTIN Powder | y. plasti 
container. TINACTIN Powder Aerosol 
120 g. aeros ntainer 


For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation 
Kenilworth, New Jersey 07033 

SLR-472 


Proven way 
| to kill. 
most ringworm fungi 
safely ane comfortabi. 

























Though a highly active and 

unusually effective antifungal agent, 
TINACTIN Cream and Solution are 
ordinarily nonsensitizing, 

nonirritating, and nonstinging, 

even on broken inflamed skin. 

And to prevent reinfection, 

there is TINACTIN Powder Aerosol... 
cooling, soothing, drying, and odorless. 


J Tinactin 


brand of tolnaftate, U.S.P, 196 
Cream/Solution/Powder Aerosol 


Because experience counts. 


Tinea corporis 


Tinea cruris 


- Whats onyour 
patient’ face... 





may be more important than 
his chief complaint 


Patient PT.* seen on 
3/ 29/677 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient BT.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann- La Roche 
Inc., Nutley, N.J 





The lesions on his face 


are solar/actinic— 


so-called "senile" keratoses... 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 
selectivity of response 


After several days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas, Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 

Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product -- 
information, a summary of which follows: 


Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 
Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, N.J. 07110 


This patient’s lesions were resolved with 








Efudex 


fluorouracil/Roche 


5% cream/solution...a Roche exclusive 
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If the AMA didn't speak 
for the profession, who would? 


Who would speak for our profession on the 
more than 2,500 medical and health bills sub- 
mitted to Congress every session? 


Who would state our views on national health 
insurance? HMO's? Peer review? Maternal and 
Child Care programs? Health manpower? 
Emergency medical services? Regulations on 
federal health programs? 


Who would provide the scientific input and the 
practitioners experience and knowledge so 
essential to legislation on drug abuse, cancer, 
heart disease, communicable diseases? 


The fact is, there is only one organization that 
can...and does ... speak for the profession as 


a whole —the AMA. 

It does so to retain the basic principles of 
private practice in any government health 
program that might be enacted and, equally 
important, to promote legislation for more and 
better health care for the public. 


The AMA's voice can only be as strong as all of 
us, members of the profession, choose to make 
it. Together, we can more effectively represent 
ourselves and our views. 


Join us. 
We can do much more together. 


American Medical Association 
535 N. Dearborn St./Chicago, lll. 60610 
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Synalar — 


(FLUOCNOLONE ACETONDE) 
0.025 Emollient Cream 


Synalar in an emollient cream base. 
Combines the emolliency of an ointment with the cosmetic acceptability 


















JAMA Classified 
Advertisements Help 
You... 


* Locate a Position 

* Buy and Sell Real Estate 
* Sell a Practice 

* Rent Office Space 

* Find Associates 


Place Your Advertisement Today! 


The Journal of the American Medical Association 
Classified Advertising Department 

535 North Dearborn Street 

Chicago, Illinois 60610 


of a cream. 









Effective de- 
wearer M 
pe a 
within sec- 
onds 





PERMA TWEEZ’ ELECTROLYSIS INSTRUMENT 


Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 
axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
| correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 


PERMA TWEEZ & ATTACHMENT ...... 


[] Check enclosed. 
[] Invoice after 30 days. 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department D-46 


5701 West Adams Boulevard, Los Angeles, California 90016 






6 excellent reasons 





not to miss 


the February issue: 


PRS 


Carl Djerassi, Ph.D. @ 


Ann Landers @ 


SPECIAL SECTION e 


Sir Hans A. Krebs, M.D. e 


Donald A. Treffert, M.D. e 


Sam McClatchie, M.D. e 





THE FLAWED PROMISE OF THE PILL 


In a PRISM interview, the man who first synthesized 
the oral contraceptive assesses its impact on medicine 
and society: Has the Pill stimulated the kind of re- 
search he had hoped for? Is it the ultimate answer to 
the world's population explosion? Did it precipitate the 
sexual revolution? 


WHAT MY READERS TELL ME 
ABOUT DOCTORS 


Dear Doctor: Of the 1,000 daily letters this national 
columnist receives, why does she say at least 100 
should have been sent to you? Are doctors idols or 
cop-outs? Do physicians make the world's worst hus- 
bands? Read her frank report--and advice. 


HOSPITAL COSTS: 
WHAT THE FINANCIAL RECORDS 
REALLY SHOW 


Are $100-a-day hospital charges really justified? Could 
hospitals in fact shave costs without sacrificing ser- 
vices or quality? Are inflation and rigid controls driving 
hospitals into bankruptcy? In this unique, in-depth 
PRISM report of a "typical" hospital, some significant 
and surprising conclusions come to light. 


THE DARK SIDE OF MAN 


How can we remedy the failures and deterioration of 
many aspects of our society? What is a key biological 
factor in human nature that social scientists largely 
ignore? Read this Nobel Laureate's theory. 


DYING WITH THEIR RIGHTS ON 


In our zeal to protect the rights of mentally ill patients 
from coerced commitment, are we endangering the 
right of both patients and those around them to be pro- 
tected from the tragic and untoward effects of the pa- 
tients' illnesses? ) 


HAVE THE MACHINES 
TAKEN OVER MEDICINE? 


The author questions whether those batteries of mar- 
velous "pinball machines" are really necessary. Are 
they worth the cost? Has medical mechanization gone 
too far? Are clinicians consulting computers rather 
than colleagues? 





Published by the American Medical Association 





PENTRAX HAS SOMETHING _ 
OTHER LEADING 
COAL TAR SHAMPOOS 

-DON'T... 


SHAMPOO 
FRACTAR-5 | DETERGENTS 


" — 


ped 


"MUS 


> TAR SHAMPOO 


he vp tonirol itching, redness 

and scaling of dandruff, 
seborrhea, eczema and 

psoriasis of the scalp 


Leaves hair clean and manageatte 





FRACTAR-5: 49 


Pentrax with exclusive Fractar-5 has Pentrax has excellent lathering 
3 to 9 times more major therapeutic qualities and leaves hair clean, man- 
homologues of tar than the 4 leading ageable. 
ethical coal tar shampoos. Specially for- So, next time you're confronted with 
F mulated to meet dermatologists” specifi- seborrheic dermatitis, eczema and psoriasis 
j cations, Pentrax contains 8.7596 of the scalp, consider Pentrax. The most 
Fractar-5 with all the desirable therapeu- ^ therapeutic coal tar shampoo yet. 
; tic value of crude coal tar, without unde- LCa TEXAS PHARMACAL COMPANY 
e 2 sirable pitch. Pentrax is antiseborrheic. 0, The company that cares for your patients’ skin. 
Anti-eczematous. Antipruritic. And clini- WF san Antonio, Texas 78296 


cally tested. Photographic representation of the blending of Fractar-5 


*Tavac Pharmacal’s exclusive. standardized coal tar extract. with the hiahly concentrated Pentrax detergent system. 


CHARLES C THOMAS +» PUBLISHER . 


HAIR: TRANSPLANT SURGERY by O'Tar T. Norwood, Univ. of Oklahoma Medical School, Oklahoma \ 
City. The need for a widely accepted, accurate and reproducible standard of classification for male pattern 
baldness has increased with the advent and increasing popularity of hair transplant surgery. The author — 4 
establishes such a classification and reports its use in determining the incidence of male pattern baldness at 
various ages in 1,000 Caucasian adult male subjects. Parameters for patient selection are set up and their use 
demonstrated with various patterns and types of alopecia. The importance of organizing and planning the 
entire procedure prior to surgery is emphasized. Methods are outlined for determining the approximate size, 
number and location of grafts for each patient before surgery. In the past eighteen years a number of 
modifications and refinements have been made that, if properly applied, can considerably improve the final 
result. The procedure is described in detail as it is performed by the author, and all significant modifications 
and refinements are discussed. Complications and problems are discussed along with methods for their 
prevention and correction. Results using only five milimeter grafts are shown, and specific advantages and 
indications for the use of five millimeter grafts are presented. Results of a recent survey of dermatologists 

- doing hair transplant surgery are described. Additional subjects covered include the current status of 
hair-bearing homografts (co-authored by William T. Summerlin), instruction in placing the hairline, 
methods of estimating future hair loss, time required and cost of procedure, expectation of the patient, 
variation in transplanted hairs' color, texture and type, and a survey of hair transplants. '73, 148 pp., (6 3/4 
x 9 3/4), 133 iL (64 in full color), 7 tables, $10.50 





THE DIAGNOSIS AND TREATMENT OF 
FUNGAL INFECTIONS: A Symposium. 
Compiled and edited by Harry M. Robinson, Jr., 
Univ. of Maryland School of Medicine. (38 
Contributors) The experienced dermatologist, 
medical mycologist and internist will find this 
text valuable. It covers recent developments in 
microbiology, laboratory diagnosis, histopathol- 
ogy, immunology and recent experimental work. 
Therapeutic procedures described represent the 
latest approved methods and articles include 
various subjects concerning the pathology of both 
superficial and deep mycotic infections. Many of 
the authors who have contributed to this text 
participated actively in the original studies which 
made these advances possible. '75, about 550 pp., 
128 iL (18 in full color), 45 tables 


SEXUALLY TRANSMITTED DISEASES. 
Compiled and edited by Leslie Nicholas, 
Hahnemann Medical College and Hospital, 
Philadelphia. Foreword by Herman Beerman. 
(22 Contributors) This volume is an up-to- 
date survey of this situation and expands 
views on sexual diseases which until recently 
were considered venereal. There are presenta- 
tions on the  sociological, immunological, 
diagnostic and therapeutic aspects of syphilis 
and the treponematoses. The viral diseases — 
leprosy, verrucae and molluscum contagiosum 
— are also included. The subject of false- 
positive results to the serologic tests for 
syphilis is presented by an eminent student of 
this puzzling phenomenon. 73, 264 pp., 42 
iL, 29 tables, $14.50 


SCLERODERMA: Progressive Systemic Sclerosis by Alfred J. Barnett, Alfred Hospital, Melbourne, 
Australia. This up-to-date account of scleroderma is based on the author’s personal experience and an 
extensive study of the literature. Particular chapters deal with historical development of knowledge of 
scleroderma, pathology, vascular disturbances, connective tissue disturbance, immunological disturbance, 
clinical manifestations and course, affection of particular systems (gastro-intestinal, pulmonary, cardiac, 
renal), biochemistry and other miscellaneous disturbances, diagnostic problems and treatment. TNs book 
should bridge the information gap between research workers in particular fields as well as between\them 
and clinicians as it covers observations at the clinical level, important research work actively being cadried 
on, and literature on the scleroderma from numerous fields. ’73, about 312 pp. (6 3/4 x 9 3/4), 84 il. (3 in 
full color), 19 tables | 
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Synalar — 


(FLUOCINOLONE ACE TONIDE) 
0.01 Cream 


One one-hundredth NE ent fluocinolone acetonide in cream base for economy. 





Concerned investiga- 
tions into the whys and 
wherefores of human 
pathological aggres- 
sion in our society. 


Clinical investigations 
and case histories, at- 
tempting to trace the 
development of action/ 
reaction responses by 
which we all, to some 
degree, are victimized. 


Dynamics 


American Medical Association 


535 North Dearborn Street/Chicago, Illinois 60610 


Send me. .J  . copy(ies) of Dynamics of Violence Edited by 
$3.95 (OP-240) Jan Fawcett, M.D. 


My payment of $ . is enclosed. 198 pages, $3.95 
Available from the 
American Medical 
Address E HELP PONES : Association 
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-Announcing a 
noteworthy addition to 





Rachelle’ armamentarium... i 
=a 





(doxycycline hyclate capsules) 
(doxycycline monohydrate for oral suspension) 


GOOD RESULTS 


reported with this 
new combination 
therapy for psoriasis 


R,: TarDoak Lotion 
with a 
fluorinated steroid 


Now, for psoriasis, many dermatologists 
are combining TarDoak Lotion (con- 
taining 5% Tar Distillate Doak) with 
their preferred fluorinated steroid 
cream. Psoriatic patients were treated 
with a 1:1 mixture of TarDoak Lotion 

and flurandrenolide cream half-strength. - 


It was reported, “very useful, d 3j wt 3 


inthe treatment of intertagin e ; 
lesions.” 80% of the patients 5. 
ferred this lotion to the st 
psoriatic preparations." : 


This combination therapy ke va 5C 
of the patient in your im (o c 
manage dosage strength, redige 
the steroid in response to your? £ 
patient’s progress. You may find; 
this investigator did, “Later, to my 
surprise, the lotion alone seemed 
quite effective.” 


Write for professional samples: 
Doak Pharmacal Company, Inc. 
700 Shames Drive 

Westbury, New York 11590 


 terdoal« ^ 


iotion 


with a fluorinated steroid 


A logical combination: 
it works 


The secret is Tar Distillate Doak, the 
tar derivative with the therapeutic 
effectiveness of crude coal tar and 
practically none of the negative char- 
acteristics. In many hundreds of cases, 
"Doak's tar distillate is absolutely 
identical with crude coa! tar in its 
efficacy in dry neurodermatitis, lichen 
Vidal and psoriasis ... in comparative 
tests on right and left (1) could not 
discover any difference exceptina 
single case of verrucous thickly 
infiltrated indurated lesion of 
psoriasis of the ankle. "? 


1. Horvath, Peter: ‘‘New Tar Lotion 
for the Local Treatment of 
Psoriasis," The Schoch Letter, 
April, 1976. 


2. Rothman, Stephen: 
Personal communication. 





Now try something better for 
-+ . Scalp psoriasis and seborrhea: 
- Anew therapeutic regimen 
“combining Doak Oil (contain- 
.,, ing 2% Tar Distillate Doak) | | ; 

~ with your preferred fluorinated Ate | | 

. steroid... and shampooing | 
: with Tersatar. SAL SA mn pada ac NG: Ice 
- It works. jerenotassuccessful,“...theconclusion ^ 
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A Fluorinated 
Steroid shampoo 


* Write for details of the new combination therapy, 
clinical reports and professional samples, to: 


Doak Pharmacal Company, Inc. 
700 Shames Drive 
Westbury, New York 11590 





From 


Texas Pharmacal Company 


Hurobate 


(betamethasone benzoate) 


Gel 0.025% 
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FHurobate 


(betamethasone benzoate) 


Gel 0.025% 


CAUTION: Federal law prohibits dispensing without a 
prescription. 

DESCRIPTION: Flurobate Gel 0.025% contains the 
active steroid compound betamethasone benzoate, the 
17-benzoate ester of betamethasone, having the chemi- 
cal formula of 9a-fluoro-118, 17, 21-trihydroxy-168- 
methylpregna-1, 4-diene-3, 20-dione 17-benzoate. Its 
chemical structure is: 





Flurobate Gel contains betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) 
alcohol, carboxy-vinyl polymer, propylene glycol, di- 
sodium edetate, diisopropanolamine and pu ifed water. 
The gel is self-liquefying, clear, greaseless and nonstain- 
ing. 

in this formulation the active ingredient is completely 
solubilized and remains in the clear film without crystalli- 
zation after evaporation of volatile substances. 


ACTIONS: Flurobate Gel is effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive action. 


INDICATIONS: Flurobate Gel (betamethasone ben- 
zoate) is intended for topical application for symptomatic 
relief and adjunctive management of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contrain- 
dicated in viral diseases of the skin, such as varicella 
and vaccinia. Topical steroids are contraindicated in 





those patients with a history of hypersensitivity to any 
of the components of the preparation. 
This preparation is not for ophthalmic use. 


PRECAUTIONS: If irritation develops, the gel should be 
discontinued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection 
has been adequately controlled. 

If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of increased sys- 
temic absorption of the corticosteroid and suitable pre- 
cautions should be taken. 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of their 
use in pregnant females has not absolutely been estab- 
lished. Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for pro- 
longed periods of time. 

Due to the alcohol content of the vehicle, Flurobate 
Gel (betamethasone benzoate) may cause mild, transient 
stinging without irritation if used on excoriated skin. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical cortico- 
steroids: burning sensations, itching, irritation, dryness, 
folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: Apply to affected 
areas 2 to 4 times daily as needed 


HOW SUPPLIED: Flurobate Gel is supplied in 15 gm 
and 60 gm tubes. 


DISTRIBUTED BY: TEXAS PHARMACAL CO. 
San Antonio, Texas 78296 
U.S. Patent No. 3529060 


i =< Jecqoarwys 


TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio, Texas 78296 


| your 
Benzoyl Peroxide Therapy 
to guarantee fully 
potent and effective 
medication at time 
of application. 
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The fresh addition of 








VANOXIDE 
. LOTION x. 


| | sca Contains s Pe 
| v Pto Benzoyl P ide 35% and Calcium yet 
assur CS f oduct oten p N 7 Powder content of Vial to Lotion. To 
? a i Ydronyquinoline 0.25% and Benzoyl 
vU, bees 3 Months of Dispensing of 


integrity, P urity, quality, "tts. Apply thin r cae treatment 









i^. ! ~ nal se Only Sh k B i Usin po 
ff . I Otha ake Well Before be 
safety and C cacy e ne =T medications out nf the reach ^ : 
^ «8, Ing NES 
| Meg I^ S 
| C Dormin. 
WHERE RESEARCH AND ECONOMY COME FIRST! 90 Place Net Wt. 8s 


yosset, N. Y. 11791 
COMPOSITION (As Dispensed) Benzoyl Peroxide — 6,075 W/V, 5-Chloro-8-Hydroxyquinoline -0.25% W/V i 





Kenalog Cream... ` 


(Triamcinolone Acetonide Cream USP): 


The Inside Story 








i Rapid, reliable relief 
- from itching and burning. = | laa 
= Economical, too. E i@e look 
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parabens 
€ IE sorbic acid" 
chlorocresol’ 
| -. i oF m js ot n. bee ume ride Cream U.S.P.) 


..8nd look 
what's not 
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See next page for prescribing information 
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ream 


(Iriamcinolone Acetonide Cream USP) 
Formulated with Vancro (nobus glycol vanishing-cream base) 


KENALOG® CREAM 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%) 


KENALOG® CREAM 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) 


DESCRIPTION Kenalog Cream 0.1% and Kenalog Cream 
0.02546, formulated especially for use on moist, weeping 
lesions, provide respectively 0.1% and 0.025% triamcinolone 
acetonide in an aqueous vanishing cream base. The cream 
base also contains propylene glycol, cetyl alcohol, glyceryl 
stearates, spermaceti, isopropyl palmitate, and polysorbate 60. 
ACTIONS Triamcinolone acetonide cream is effective because 
of its anti-inflammatory, antipruritic and vascoconstrictor 
actions. 

INDICATIONS Kenalog (Triamcinolone Acetonide Cream 
U.S.P.) 0.1% and 0.025% Cream is intended for topical use 
for the relief of inflammatory manifestations of acute and 
chronic corticosteroid responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in vaccinia, varicella, and in those patients with a history 
of hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS General—If local infection exists, suitable 
concomitant antimicrobial therapy should be administered. 

If a favorable response does not occur promptly, application 
of the corticosteroid should be discontinued until the infection 
is adequately controlled by appropriate measures. 

Although systemic side effects are rare with topical 
corticosteroid preparations, their possible occurrence must be 
kept in mind particularly when these preparations are used 
over large areas or for an extended period of time. 

If local irritation or sensitization develops, the preparation 
should be discontinued and appropriate therapy instituted. 

These preparations are not for ophthalmic use. 

Usage in pregnancy: The safety of topical steriod prepara- 
tions during pregnancy has not been absolutely established; 
therefore, they should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steyoids; their extensive use increases the possibility of 
syf'emic effects. For patients with extensive lesions it may be 

eferable to use a sequential approach, treating one portion 
f the body at a time. The patient should be kept under close 
observation if treated with the occlusive technique over large 
areas and over a considerable period of time. 






Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 

Thermal homeostasis may be impaired if large areas of the 
body are covered. Use of the occlusive dressing should be 
discontinued if elevation of the body temperature occurs. 

Plastic films are often flammable and patients should be 
warned when using such materials. Extreme caution should 
be employed when films are used on children so that the 
possibility of suffocation is avoided. 

Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive and 
a substitute material may be necessary. 

If infection develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The following 
may occur more frequently with occlusive dressings than 
without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. Contact 
sensitivity to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 

DOSAGE AND ADMINISTRATION Kenalog Cream 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%): Apply to 
the affected area 2 or 3 times daily. Rub in. 

Kenalog Cream 0.025% (Triamcinolone Acetonide Cream 
U.S.P. 0.025%): Apply to the affected area 2 to 4 times daily. 
Rub in gently. 

Occlusive Dressing Technique—Gently rub a small amount 
of the cream into the lesion until it disappears. Reapply the 
preparation leaving a thin coating on the lesion and cover 
with a pliable non-porous film. If needed, additional moisture 
may be provided by covering the lesion with a dampened 
clean cotton cloth before the plastic film is applied or by 
briefly soaking the affected area in water. 

The frequency of changing dressings is best determined on 
an individual basis. Reapplication of the preparation is 
essential at each dressing change. 

HOW SUPPLIED The 0.1% Cream is available in tubes of 
5, 15, and 60 g. and in jars of 240 g. (8 oz.) and 5 Ib. 

The 0.025% Cream is available in tubes of 15 and 60 g. 

and in jars of 240 g. (8 oz.) and 5 Ib. 


® ‘The Priceless Ingredient of every product 
is the honor and integrity of its maker.'TM 


(01973 E.R. Squibb & Sons, Inc. 324-009 
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Everyone knows. 
.dexamethasone is 
a weak steroid. 


Right? 








Wrong. i dois 
And we can prove Iit. 
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Aeroseb-D‘". as effective as apes halt eee 
fluocinolone acetonide in seborrheic 1 
dermatitis. ; Treatment Started Treatment Stopped 

Study #1 suggests in a special double blind clinical trial, S 
that Aeroseb-D is as effective as fluocinolone acetonide in the 5 © 
treatment of seborrheic dermatitis. 9 of 

Nineteen adult males with seborrheic dermatitis of the scalp, = § 
rated moderate to severe, were randomly divided into two groups. 
One was treated with Aeroseb-D and the other with fluocinolone Dy 
acetonide 0.01% solution. The subjects were treated once daily à 
for twenty-four days, then evaluated independently three separate 
times at four-day intervals following the end of treatment. : — 

The clinical investigator concluded that “both agents were T 
effective. It was not possible to distinguish between them." (1) 2 

1 
0 
Na y "n . 4 8 12 16 20 24 28 32 36 40 44 
Strict NA fe 
v LU ay 1 ut e ae Control Treatment Days Follow-Up Days 
e Days 
Aeroseb-D...as effective as ' 
EI . LI 

fluocinolone acetonide in dandruff. ee 

Study #2 suggests that, in a double blind clinical trial, EAs See 


Aeroseb-D is as effective as fluocinolone acetonide in controlling 
severe scaling in dandruff. 

Twenty-four subjects with severe dandruff were divided 
randomly into two groups, one treated daily with Aeroseb-D and 
the other treated daily with fluocinolone acetonide 0.01%. Each 
subject was examined weekly for scaling. inflammation, oiliness, 
manageability and itching. The clinician evaluating these symptoms 
was unaware of what treatment was being used on each patient. 
Following the completion of once daily treatment for four weeks, 
the subjects were examined weekly for another three weeks to 
measure the rate of recurrence. The investigator concluded that... 
"Both preparations are effective in the treatment of dandruff. 
Differences between the two groups (of treated subjects) are minor 15 23 28 35 42 56 
and should not effect overall usage of either preparation." (2) 


Treatment Ends 


Degree of Involvement 
hà 


Initia! Rating Treatment Days Follow-Up Days 


Study N QO è 3 i Aeroseb-D 


Aeroseb-D box as effective as fluocinolone | Fluocinolone Acetonide 0.01% 
acetonide in a vasoconstrictor assay. 


Study #3 demonstrates that dexamethasone applied in the 
Aeroseb-D dosage form produces vasoconstriction equal to or 3 
greater than fluocinolone acetonide in a 0.01% commercially " 
available solution. 

Relative absorption of topically applied steroids can be 
assayed using vasoconstriction as the index of comparison. (3) 
Previous studies have shown topical fluocinolone acetonide to 
have much greater vasoconstriction activity than topical 
dexamethasone. (4) However, when an equal therapeutic dose* of 
fluocinolone acetonide .01% solution in propylene glycol and 
dexamethasone alcohol ( Aeroseb-D — dexamethasone) in an 
alcohol-based aerosol system were compared for vasoconstrictor 1 | i l 
activity the Aeroseb-D dexamethasone system produced an equal J kí | 
or slightly greater vasoconstrictor effect. (5, 6) 


(Two sites on each forearm, open guards). 
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Degree of Vasoconstriction 








‘Equal doses are Aeroseb-D = 0.01cc Fluocinolone acetonide solution = 0.01cc, E | | a : k à 5 
judged by the investigator to be therapeutically equivalent 0 i , ; a : i £ - 
in a practical clinical situation 1 2 3 4 5 6 8 9 10 
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in the Rises Aeromb sain saiem: 


th wien tube for steroid-responsive dermatoses 
»plicator tube for treating dermatoses on other 
dy. — et gigs ur De 3 ra 


m Delivers effective fluorinated steroid medication directly tot the site 
of inflammation. AUR "d A ue 
LI Cosmetically. superior... .. won't coat, muss or mat the hair. 


" Designed to deliver 1 more treatments p gram than other aerosol sprays. 


pos the Scalp: 


— Aeroseb's unique Agehedor tube - 
| gets the steroid to the site of fammation 
|. without disturbing the hair. n 


For Other Body Areas: 


Without the applicator tube (simply 
pull it out) Aeroseb-D is effective in 
treating other dermatoses. Because x 
Aeroseb-D possesses a lower pressure | 
than other steroid sprays, less i is wasted 
by the mb 
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Aeroseb-D (dexamethasone) topical aerosol spray 


> 
EG 


DESCRIPTION: £ Each aeroso ol contains; — ; "5a mt. | 90 90 Gm. 
dexamethason EN E ie NN VU AAE E vna aa aae JN ITIQ: : “10mg. 
alcohol (41.9% by WEIGHt) .....-ecsecssesvensesenerscss dan sts d My ve ye dgio SON S 28.28 Gm. 37. 7.7 Gm. 
with: isopropyl myristate and propellant (dichlorotetrafiuoroethane). | A 
Each 1 second of spray dispenses approximately 0.023 mg. of dexamethasone. 
*Sample size only — not available for sale. A 
INDICATIONS For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topica) steroids are contraindicated in viral diseases of the skin such as ‘varicella 
and vaccinia. 
Topical steroids. are ‘contraindicated. in those paene with a history of hypersensitivity to any of the 
components of the preparation. 
This preparation is not for ophthalmic use. 
Topical steroids should not be used when circulation is markedly impaired. 
WARNINGS USAGE IN PREGNANCY: Although topical steroids have not been ix dii lo have an 
adverse effect on the fetus, the safety of their use in pregnant females has 
established. Therefore, they should not be used extensively on pregnant patients, yA in large "n large amounts, or o 
for prolonged periods of time. 
PRECAUTIONS Ií irritation develops, the produci should be discontinued. and appropriate Therapy 
instituted. pt 
|n the presence of an infection, the use of appropriate antifungal or itibacténala ial agents should be : 
instituted. If a favorable response does not occur promptly, the SD OSSA wee cosa s ERE 
until the infection has been adequately controlled. - ee ee 
If extensive areas are treated or if the occlusive technique is used, the 
systemic absorption of the corticosteroid and suitable precautions shoi 
When used about the face, the eyes should be covered and inhalation 

d. This. medication contains alcohol. It may produce irritation. or burning s 
ADVERSE REACTIONS The following local adverse reactions have 
„steroids, either with or without occlusive dress 

folliculitis, secondary inaction, San apply AMA: 
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Introducing 
Fostex Liquid... 


: x T SU A E 
|ATHERING MEDICATED 
SKIN CLEANSER AND SHAMEW 


Supplied: 5 fl. oz. plastic bottles. 





Now, “flexible” Fostex Liquid 
for your acne regimen 


Fostex Liquid is a lathering acne wash for acne, oily skin, 
and dandruff. It degreases, dries and peels. Fostex Liquid 
is easily integrated with virtually all topical or systemic 
acne therapy in grades I, II, and III. Convenient and 
economical, New Fostex Liquid is also an effective anti- 
seborrheic shampoo for oily scalps associated with acne. 


In addition to Fostex Liquid, Fostex is available in Cake 
and Cream forms. 


Contains: SEBULYTIC® brand of soapless cleansers and wetting agents; micropulverized sulfur 2%; salicylic acid 2%. 


Fostex’ 


CREAM: CAKE - LIQUID 
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Lederle Laboratories presents 
EXPLORATIONS IN ANTIMICROBIAL THERAPY 





microbial specificity in a wide range of 
dermatologic infections due to susceptible 
pathogens" 





MINOCYCLINE HCI 
CAPSULES 50 mg, 100 mg 


“When bacteriologic testing indicates appropriate 
susceptibility to MINOCIN Minocycline HCI. 


Offers 
effective therapy 


in skin and soft tissue 
infections 


MINOCIN Minocycline HCI provides highly effective tissue 
levels in skin and muscle. (See Tables | and II.) 


Although tetracyclines are not the drug of choice in staphy- 
lococcal infections, MINOCIN can treat folliculitis, furun- 
culosis, pyoderma, carbunculosis, acne, impetigo, abscess, 
cellulitis, skin ulcers, and wound and incision infections 
caused by susceptible strains. MINOCIN can also effec- 
tively treat skin and soft tissue infections due to susceptible 
Group A beta-hemolytic streptococcus. 


NO 


photosensitivity 
reported to date 





TABLE I! 
ORAL MINOCYCLINE SKIN PENETRATION 
AT 8 AND 21 DAYS: TISSUE LEVELS 
HIGHER THAN SERUM LEVELS IN MOST CASES 


LEVELS OF MCG/ML OR GM 


SPECIMEN (AVERAGES 4 SUBJECTS) 
Days O 8 21 
j 
SERUM 0 2.55 2.06 
TISSUE 
DERMIS 0 298 2.28 
EPIDERMIS 0 6.39 3.74 
SCRAPINGS 0 5.23 4.44 
SWEAT 0 0.39 0.28 
SEBUM (POOLED) 0 0.86 0.29 


TABLE Ill 


ORAL MINOCIN Minocycline HC/ EFFECTIVENESS IN INITIAL CLINICAL TRIALS* 


Common skin and soft tissue infections | 
in which a single pathogen (Staphylococcus aureus?) was isolated: 






Clinical 
Response 


Satisfactory 






Diagnosis Unsatisfactory 





Cellulitis 
Dermatitis Atopic 
Dermatitis Eczematous 
Dermatitis Repens 
Eczema Dyshidrotic 
Folliculitis 

Impetigo 

Impetigo Contagiosa 
Infection Incision** 
Infection Skin** 

Lichen Simplex Chronicus 
Lymphadenitis 
Paronychia Finger 
Pustules 

Pyoderma 

Sinus Tract Chest 

Sycosis Barbae 

Ulcer Leg 


1** 


Totals 25 24 1 


*When bacteriologic testing indicates appropriate susceptibility to MINOCIN 

z Minocycline HCI. 

*Unspecitied 

1 Tetracyclines are not the drug of choice in the treatment of any type of 
staphylococcal infection. MINOCIN is indicated for treatment of Staphy- 
lococcus aureus skin and soft tissue infections only when bacteriologic 
tests iMdicate appropriate susceptibility to the drug. 

























TABLE | 


Data in humans were derived from the pharmacologic trial in 
patients scheduled for various types of surgery. They were given 
the MINOCIN loading dose of 200 mg initially followed by 100 mg 
at 12-hour intervals for four days. At the time of surgery, a blood 
sample was drawn and a two-gram specimen of excised tissue was 
reserved for analysis. 






Values shown are average minocycline levels in 4 healthy male 
subjects who received 200 mg initially, followed by 100 mg b.i.d. 
for 21 days. Assays were performed on the 8th and 21st day of 
therapy. Note that leveis were higher in dermis, epidermis and 
skin scrapings than in serum. 





MINOCYCLINE HCI 
CAPSULES 


Adjunctive 
therapy in 
severe acne 


New MINOCIN Minocycline HC/ 50 mg 
capsules facilitate adjustment of MINOCIN 
regimens according to individual patients. 
New standardized regimens of 100 mg or 200 
mg stat, 50 mg q.i.d. are alternative to usual 
regimen of 200 mg initially, 100 mg q. 12 h., 

if more frequent doses are preferred. Also 
available as 50 mg/5cc syrup. 


Before prescribing MINOCIN, please refer to the prescribing information for full description 
of adverse effects and precautions, a copy of which is on the last page of this advertisement. 





‘DISCOVER 


the meaning of microbial specificity with 
2 





MINOCYCLINE HCI 


semisynthetic tetracycline 
for office and hospital 


MINOCIN provides 
effective therapy with 
relatively few problems 


@ Penetrates skin and muscle tissues. 


9 Well absorbed even with food, dairy 
products or colas. 


@ No photosensitivity to date. 


6 Enamel hypoplasia/tooth staining can 
occur in children under eight. 


0 |f renal impairment exists, lower than 


usual doses are indicated. (See WARNING 


in Package Insert.) 


0 Lightheadedness that may occur is tran- 
sient, disappearing during therapy or always 


after therapy is completed. 


® Dosage form flexibility: supplied as 50 mg 
and 100 mg capsules, 50 mg/5 cc syrup, and 


100 mg/vial intravenous. 


Lederle Laboratories 
ederle A Division of American Cyanamid Company 
Pearl River, N.Y. 10965 


NEW 
50 mg . 
CAPSULE 


...If more 
frequent doses 
are preferred 
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MINOCIN' Minocycline Hydrochloride 


Oral and Intravenous 
DESCRIPTION: MINOCIN minocycline hydrochlo- 
ride is a semi-synthetic derivative of tetracycline. 
7-dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride 


Intravenous: Each vial. dried by cryodesiccation, 
containssterile Minocycline Hydrochloride equiva- 
lent to 100 mg. Minocycline. When reconstituted 
with 5 cc. of Sterile Water For Injection the pH 
ranges from 2 O to 2.8 


ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein syn- 
thesis. Minocycline HCI is a tetracycline with anti- 
bacterial activity comparable to other tetracyclines 
with activity against a wide range of gram-negative 
and gram-positive organisms 

Tube dilution testing: Microorganisms may be 
considered susceptible (likely to respond to mino- 
cycline therapy) if the minimum inhibitory concen- 
tration (M.I.C.) is not more than 4.0 mcg. /ml. Micro- 
organisms may be considered intermediate 
(harboring partial resistance) if the M.I.C. is 4.0 to 
12. 5 mcg /ml. and resistant (not likely to respond to 
minocycline therapy) if the M.I.C. is greater than 
12.5 mcg / ml. 

Susceptibility plate testing: If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg. 
tetracycline disc) gives a zone of 18 mm. or greater, 
the bacterial strain is considered to be susceptible 
to any tetracycline. Minocycline shows moderate 
in vitro activity against certain strains of 
staphylococci which have been found resistant to 
other tetracyclines. For such strains minocycline 
suscertibility powder may be used for additional 
susceptibility testing. 


INDICATIONS. MINOCIN minocycline HC! is indi- 
cated in infections caused by the following micro- 
organisms: 

Rickettsiae: (Rocky Mountain spotted fever, ty- 

phus fever and the typhus group. Q fever. rickett- 

sialpox, tick fevers.) 

Mycoplasma pneumoniae (PPLO, Eaton agent). 

Agents of psittacosis and ornithosis. Agents of 

lymphogranuloma venereum and granuloma in- 

guinale. The spirochetal agent of relapsing fever 

(Borrelia recurrentis). The following gram-nega- 

tive micro-organisms: Hemophilus ducreyi 

(chancroid), Pasteurella pestis and Pasteurella 

tularensis, Bartonella bacilliformis, Bacteroides 

species, Vibrio comma and Vibrio fetus. Brucella 
species (in conjunction with streptomycin) 

Because many strains of the following groups of 
micro-organisms have been shown to be resistant 
to tetracyclines, culture and susceptibility testing 
are recommended. 

MINOCIN minocycline HCI is indicated for treat- 
ment of infections caused by the following gram- 
negative micro-organisms, when bacteriologic test- 
ing indicates appropriate susceptibility to the drug: 

Escherichia coli, Enterobacter aerogenes (for- 

merly Aerobacter aerogenes). Shigella species, 

Mima species and Herellea species, Haemo- 

philus influenzae (respiratory infections), Kleb- 

siella species (respiratory and urinary infections). 

MINOCIN is indicated for treatment of infections 
caused by the following gram-positive micro-or- 
ganisms when bacteriologic testing indicates ap- 
propriate susceptibility to the drug: 
Streptococcus species: Up to 44 percent of strains 
of Streptococcus pyogenes and 74 percent of 
Streptococcus faecalis have been found to be re- 
sistant to tetracycline drugs. Therefore, tetracy- 
clines should not be used for streptococcal disease 
unless the organism has been demonstrated to be 
sensitive. 

For upper-respiratory infections due to group A 
beta-hemolytic streptococci, penicillin is the usual 
crug of choice, including prophylaxis of rheumatic 

ever 


ADULT DOSAGE 
(GENERAL) 


PEDIATRIC DOSAGE 


(GENERAL) HOW SUPPLIED 


MINOCIN IV. 
100 mg/Vial 


1 Vial 100 mg 
Box of 100 Vials 


200 mg initially, 
100 mg q. 12 h. 


4 mg/kg initially. 
2 mg/kg q. 12h. 


MINOCIN Capsules 


100 mg Bottles of 50's and 1005, 


Unit dose 10 x 10's. 


200 mg initially, 


4 mg/kg initially, 
100 mg q. 12 h. 


2 mg/kg q. 12 h. 


MINOCIN Capsules 


100 mg or 200 mg 
50 mg ois ie 50 mg 
q.i.d. 


4 mg/kg initially. 


2 mg/kg q. 12 h. Bottles of 1005s 


MINOCIN Syrup 

50 mg/5 cc 
2 teaspoonfuls 
(100 mg) initially, 
1 teaspoonful 
(50 mg) q.i.d. 


4 mg/kg initially. 


2 mg/kg q. 12 h. 2-fluidounce Bottles 


Diplococcus pneumoniae. 

Staphylococcus aureus, skin and soft tissue infec- 
tions. Tetracyclines are not the drug of choice in the 
treatment of any type of staphylococcal infection. 

When penicillin is contraindicated, tetracyclines 
ee alternative drugs in the treatment of infections 

ue to: 

Neisseria gonorrhoeae, Treponema pallidum and 

Treponema pertenue (syphilis and yaws). Listeria 

monocytogenes, Clostridium species, Bacillus 

anthracis, Fusobacterium fusiforme (Vincents 
infection), Actinomyces species. 

In acute intestinal amebiasis, the tetracyclines 
may be a useful adjunct to amebicides. 

MINOCIN is indicated in the treatment of tracho- 
ma. although the infectious agent is not always 
eliminated, as judged by immunofluorescence. In- 
clusion conjunctivitis may be treated with oral tetra- 
cyclines or with a combination of oral and topical 
agents. 


Oral only: In severe acne, the tetracyclines may 
be useful adjunctive therapy. Minocycline is indi- 
cated in the treatment of asymptomatic carriers of 
N. meningitidis to eliminate meningococci from the 
nasopharynx. 

In order to preserve the usefulness of MINOCIN 
minocycline HCI in the treatment of asymptomatic 
meningococcal carriers, diagnostic laboratory pro- 
cedures, including serotyping and susceptibility 
testing. should be performedto establish the carrier 
state and the correct treatment. It is recommended 
that the drug be reserved for situations in which the 
risk of meningococcal meningitis is high. 

Minocycline is not indicated for the treatment of 
meningococcal infection. 


CONTRAINDICATIONS. This drug is contraindi- 
cated in persons who have shown hypersensitivity 
to any of the tetracyclines. 


WARNINGS. In the presence of renal dysfunction. 
particularly in pregnancy, intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. 

. Whentheneedfor intensive treatment outweighs 
its potential dangers (mostly during pregnancy or in 
individuals with known or suspected renal or liver 
impairment), itisadvisabletoperformrenalandliver 
function tests before and during therapy. Also tetra- 
cycline serum concentrations should be followed. 

If renal impairment exists, even usual oral or par- 
enteral doses may lead to excessive systemic accu- 
mulation of the drug and possible liver toxicity. 
Under such conditions, lower than usual total doses 
are indicated, and if therapy is prolonged. serum 
level determinations of the drug may be advisable. 
This hazard is of particular importance in the paren- 
teral administration of tetracyclines to pregnant or 
post-partum patients with pyelonephritis. When 
used under these circumstances. the blood level 
should not exceed 15 micrograms/ml. and liver 
function tests should be made at frequent intervals. 
Other potentially hepatotoxic drugs should not be 
prescribed concomitantly. 

The use of tetracyclines during tooth develop- 
ment (last half of pregnancy. infancy, and childhood 
to the age of 8 years) may cause permanent dis- 
coloration of the teeth (yellow-gray-brown). This ad- 
verse reaction is more common during long-term 
use of the drugs but has been observed following 
repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore, 
should not be used in this age group unless other 
drugs are not likely to be effective or are contra- 
indicated. 

Photosensitivity manifested by an exaggerated 
sunburn reaction has been observed in some indi- 
viduals taking tetracyclines. Patients apt to be ex- 
posed to direct sunlight or ultraviolet light should 
be advised that this reaction can occur with tetra- 
cyciine drugs. and treatment should be discontin- 
ued at the first evidence of skin erythema. Studies 
todateindicatethat photosensitivity does not occur 
with MINOCIN minocycline HCI. 


The antianabolic action of the tetracyclines may 
cause an increase in BUN. While this is not a prob- 
lem in those with normal renal function, in patients 
with significantly impaired function, higher serum 
levels of tetracycline may lead to azotemia, hyper- 
phosphatemia, and acidosis. 

_CNS side effects including lightheadedness. diz- 
ziness or vertigo have been reported. Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machin- 
ery while on minocycline therapy. These symptoms 
may disappear during therapy and always dis- 
appear rapidly when the drug is discontinued. 


Usage in Pregnancy. (See above Warnings about 
use during tooth development.) 

Results of animal studies indicate that tetracy- 
clines cross the placenta, are found in fetal tissues 
and can have toxic effects on the developing fetus 
(often related to retardation of skeletal develop- 
ment). Evidence of embryotoxicity has also been 
noted in animals treated early in pregnancy. 


Usage in newborns, infants, and children. (See 
sed Warnings about use during tooth develop- 
ment. 

All tetracyclines form a stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growth rate has been observed in prematures given 
oral tetracycline in doses of 25 mg./kg. every 6 
hours. This reaction was shown to be reversible 
when the drug was discontinued. 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class. 


PRECAUTIONS. As with other antibiotics prepara- 
tions, use of this drug may result in overgrowth of 
nonsusceptible organisms, including fungi. If super- 
infection occurs, the antibiotic should be discon- 
tinuedandappropriatetherapyshould beinstituted. 

In venereal diseases when coexistent syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months. 

Because tetracyclines have been shown to de- 
press plasma prothrombin activity. patients who are 
on anticoagulant therapy may require downward 
adjustment of their anticoagulant dosage. 

In long-term therapy. periodic laboratory evalua- 
tion of organ systems, including hematopoietic, 
renal and hepatic studies should be performed. 

All infections due to Group A beta-hemolytic 
streptococci should be treated for at least 10 days. 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisable to 
iti giving tetracycline in conjunction with peni- 
cillin. 


ADVERSE REACTIONS. Gastrointestinal: Ano- 
rexia, nausea, vomiting, diarrhea, glossitis, dys- 
phagia, enterocolitis, and inflammatory lesions 
(with monilial overgrowth) in the anogenital region. 

These reactions have been caused by both the 
oral and parenteral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. 
Exfoliative dermatitis has been reported but is un- 
common. Photosensitivity is discussed above. (See 
"Warnings. ) Renal toxicity: Rise in BUN has been 
reported and is apparently dose related. (See 
"Warnings. ) Hypersensitivity reactions: Urticaria, 
angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis and exacerbation of systemic 
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Original Contributions 


Immunofluorescent Studies 


in Mueous Membrane 


Pemphigoid 


Michael R. Griffith, DDS; Kimie Fukuyama, MD; 
Denny Tuffanelli, MD; Sol Silverman, Jr., DDS, San Francisco 


A group of subjects with oral lesions 
representative of mucous membrane pem- 
phigoid were studied by direct and 
indirect immunofluorescence. Biopsy 
specimens from seven of 11 subjects 
demonstrated deposition of one or more 
classes of immunoglobulin and comple- 
ment in the region of the basement 
membrane. None of twelve sera showed 
circulating antibodies of the bullous pem- 
phigoid or pemphigus types. The litera- 
ture on immunological studies on patients 
with mucous membrane pemphigoid is re- 
viewed, and a possible immunopatho- 
logical relationship between bullous 
pemphigoid and mucous membrane pem- 
phigoid is discussed. 


ucous membrane pemphigoid 

(MMP), or cicatricial pemphigoid, 
has been considered to be a clinically 
unique pathological entity, separate 
from bullous pemphigoid.'? This view 
was supported by immunohistochem- 
ical studies, since immunoglobulin 
deposition in the region of the base- 
ment membrane, characteristically 
found in patients with bullous pem- 
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phigoid, was absent in lesions of 
MMP.” Recent publications''^* have 
reported that immunoglobulin depos- 
its similar to those in patients with 
bullous pemphigoid have been found 
in several patients whose conditions 
had been diagnosed as MMP. These 
newer findings suggest that simi- 
lar immunopathological mechanisms 
may be involved in MMP and bullous 
pemphigoid, in spite of the clinical 
distinctions in these two diseases. To 
date, there has been no large series 
published on the direct immuno- 
fluorescence of MMP; and studies of 
mucosal biopsies have been partic- 
ularly sparse. 

We have followed 12 cases of MMP 
for several years. We have examined 
the mucosal lesions of the patients 
with MMP with a direct immuno- 
fluorescence technique to determine 
if immunoglobulin deposits occur in 
MMP. In addition, a test for the pres- 
ence of circulating antibodies, di- 
rected toward epithelial cell compo- 
nents, was performed with the use of 
two indirect immunofluorescent tech- 
niques. 


Materials and Methods 


Subjects.—All subjects are from the Oral 
Medicine Clinic, University of California, 
San Francisco. After the nature of the 
study was explained to the patients, in- 
formed consent was obtained from each of 
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Fig 1.—Subepithelial vesicle, with in- 
flammatory infiltrate (hematoxylin-eosin, 
original magnification x 125). 


them. Diagnosis of MMP was made on the 
following basis: (1) course of disease—onset 
in later life, with lesions lasting years; (2) 
clinieal signs—oral mucosal erythema and 
ulceration, with ocular scarring and sym- 
blepharon; (3) histologic findings—charac- 
terized by subepithelial bullae (Fig 1). 
Direct  Immunofluorescence.—Incisional 
biopsy specimens obtained from oral and 
ocular lesions were immediately frozen in 
liquid nitrogen and stored at —76 C for a 
period of no longer than one week before 
staining. One day prior to staining, speci- 
mens were mounted in embedding medium 
and sectioned at 6u in a cryostat at —25 C. 
Before staining, the sections were 
quickly washed with two changes of 0.02M 
phosphate-buffered saline solution (PBS), 
pH 7.4, to remove the embedding medium. 
The sections were then incubated with a 
commercial fluorescein-conjugated anti- 
sera, diluted 1:10 in a 4% solution of PBS 
and bovine serum albumin (BSA) for 30 
minutes at room temperature in moist 
chambers. Antisera were specific for IgG, 
IgA, IgM, or £,./f,,—globulin (C33). 
The fluorescein-protein (F/P) ratios were 
as follows: IgG, 5.66; IgA, 6.87; IgM, 
6.4; C’3, 7.0ug of fluorescein per milligram 
of protein per milliliter. The slides were 
washed in PBS: they were placed in two 
PBS baths for 20 minutes each, dipped in 
distilled water, and quickly dried with 
warm air. A cover glass was mounted with 
buffered glycerol, and specimens were ex- 
amined with a light microscope, using a 
high pressure mercury vapor lamp, a BG- 
12 exciter filter, a No. 50 barrier filter and 
a dry dark-field condenser. Biopsy speci- 
mens taken from the mouths of healthy 
subjects were treated similarly and used as 
controls. Sections from biopsy specimens 
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membrane and erythema. Bottom left, Gingival erythema. Bottom right, Pannus over 
cornea causing loss of vision. 


also were stained with hematoxylin-eosin 
for histological evaluation. 

Indirect Technique.—Blood samples of 10 
ml each were obtained by the standard 
venipuncture technique, using sterile vac- 
uum containers. The samples were allowed 
to separate at room temperature for two to 
four hours and were then centrifuged; the 
serum was drawn off and placed at —76 C 
until used. 

Substrate tissues from guinea pig lip, 
monkey esophagus, and normal human 
buccal mucosa were quick-frozen in liquid 
nitrogen and stored at —76 C until sec- 
tioned at 6u, as described previously. The 
slides were allowed to warm to room tem- 
perature and were then overlaid with 
whole sera or dilutions thereof in PBS. The 
sections were dipped and washed in PBS 
for 30 minutes to remove serum and al- 
lowed to dry before being overlaid with an- 
tiserum. Two techniques for detecting im- 
munoglobulin were then employed. 

The first technique, a standard form of 
indirect immunofluorescence, used fluores- 
cein-conjugated antihuman IgG (diluted 
1:10 and 1:20 in a 4% solution of BSA and 
PBS), which was applied to the sections for 
30 minutes before washing in PBS for 30 


minutes. Subsequently, the slides were 
mounted and viewed by the direct tech- 
nique described previously. Control sera 
from patients with bullous pemphigoid and 
pemphigus and from normal subjects were 
used in all trials. 

In addition, the “double-layer” indirect 
technique was used in an attempt to in- 
crease the sensitivity of the serum studies. 
In this technique, after the serum is 
washed off the sections, a 1:20 dilution of 
7S goat antihuman IgG (unconjugated) is 
applied to the sections for 30 minutes, 
washed away, and followed with fluores- 
cein-labeled rabbit anti-goat 7S globulin 
(protein — concentration 210.8 mg/ml; 
F/P=9.0ug/mg) for 30 minutes. Then the 
sections are washed and mounted. Controls 
consisted of the following antisera: unla- 
beled goat antihuman IgG only; fluores- 
cein-labeled rabbit anti-goat 7S globulin 
only; and goat antihuman IgG (fluores- 
cein-labeled). Serum controls consisted of 
normal, pemphigus, and bullous pemphi- 
goid sera. The last control antisera (ie, the 
standard indirect technique) and the anti- 
sera in the full double-layer technique re- 
acted positively with pemphigus and bul- 
lous pemphigoid sera. 
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Fig 3.—Typical pattern of IgG deposition along BM in oral biopsy specimen (original 


magnification x 100). 





Fig 4.—Basement membrane band fluorescence, leading to subepithelial vesicle in 
limbus biopsy specimen. Immunogiobulin deposits appear on roof and floor of space 
(original magnification x 100). 


Results 


Clinical.—The clinical findings are 
summarized in Table 1. Oral lesions 
were found most commonly on buccal, 
gingival, and palatal mucosa. They 
appeared as irregular areas of 
pseudomembrane or erythema (Fig 2, 
top and bottom left). Vesicle forma- 
tion was rare. Three patients had eye 
changes, evident as symblepharon or 
pannus formation over the cornea 
(Fig 2, bottom right); and another pa- 
tient had nasal lesions. No patients in 
this group had cutaneous lesions. 

Direct Immunofluorescence.— The 
presence of one or more classes of im- 
munoglobulins or complement was 
detected in the basement membrane 
(BM) region in seven of 11 patients 
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studied (Table 2). The most consistent 
findings were IgG and C'3, which 
were present in six of ten oral biopsy 
specimens and in one of two ocular 
biopsy specimens. Four of these sub- 
jects demonstrated BM activity with 
IgA and IgM as well. The pattern of 
fluorescence was usually a continuous 
band (Fig 3). In three cases, in addi- 
tion to the usual pattern, occasional 
globular deposits were observed in 
the BM area. When subepithelial ves- 
icles were encountered, the fluores- 
cence was observed on both the roof 
and floor of the space (Fig 4), or on 
the epithelial roof only (Fig 5). Four 
subjects demonstrated aggregates of 
IgA or IgM immunoglobulins in the 
upper portion of the lamina propria 
mucosae. 





Fig 5.—Immunoglobulin present on 
lower border of epithelium, which has 
lifted free of connective tissue (original 
magnification x 100). 





Fig 6.—Circulating antibodies outlining 
lower basal cells were detected on mon- 
key esophagus (original magnification 
x 250). 


Routine histological evaluation of 
the specimens obtained for immuno- 
fluorescence revealed a range of path- 
ologic changes, with mild to extensive 
mononuclear infiltrate, liquefactive 
changes in the BM region, and sub- 
epithelial vesiculations. 

Indirect Immunofluorescence.—None 
of the 12 patients' sera showed circu- 
lating antibodies of either the bullous 
pemphigoid or pemphigus types by - 
routine or double-layer indirect tech- 
niques. In one patient, there was an 
unusual pattern of circulating anti- 
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bodies, directed to the intercellular 
spaces in the region of the basal cells; 
a 2+ activity was noted at a serum 
dilution of 1:40 with both indirect 
techniques. Fluorescence was ob- 
served surrounding the bottom layers 
of cells in guinea pig lip, human buc- 
cal mucosa, and monkey esophagus 
(Fig 6). Identical results were ob- 
tained using three separate serum 
samples that were obtained over a pe- 
riod of nine months. Three other sera 
demonstrated antinuclear antibody 
activity in undiluted serum, but they 
were negative at 1:10 dilutions. 


Comment 


Deposits of several classes of im- 
munoglobulins were noted in the BM 
region in seven patients, but not in 
the other four patients. This study 
confirms the observations''-" that im- 
munoglobulin deposition similar to 
that of bullous pemphigoid can occur 
in lesions of MMP. As summarized in 
Table 3, there have been a total of 35 
patients whose conditions were diag- 
nosed as MMP and whose sera were 
studied with the direct immunofluo- 
rescent technique.^*^*'* Immuno- 
globulin deposits were observed in 
half of the biopsy specimens that 
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Table 1.—Clinical Characteristics 


Duration of 
Diseaset 


9 mo 
5% yr 


Distribution of 
Lesionst 


Tongue, HP 


Gingiva (maxillary & 
mandibular) , HP 


Tongue, floor of mouth, 
cheek, gingiva, 


TUUTMDGCUUVCHERBPITEN- DOC 


Extraoral 
Lesions 


None 


One eye, 
esophagus, nose 





4/F/67 
5/F/TT 


6/F/73 
7/F/68 


8/F/73 


9/M/54 
10/M/76 
11/M/66 
12/M/47 


13/F/65 
Totals 


8/F 
6/M 


* Age at onset; mean age, 65 yr. 


1 yr 9 mo 
4⁄2 yr 


10 yr 3 mo 
9 mo 


3 yr 


3 yr 
2 yr 
3 yr 
1 yr 


2% yr 


t Mean duration, 3% yr. 
t HP indicates hard palate; SP indicates soft palate. 


labial mucosa 

Cheek, gingiva 

Cheek, labial mucosa, 
gingiva, HP 

Cheek, HP, SP 

Cheek, HP 
gingiva, tongue, 
floor of mouth 

Gingiva (maxillary), 
SP 

Cheek 

Cheek 

Gingiva (mandibular) 

Gingiva (maxillary), 
cheek 

HP, SP, tongue, 
cheek 

Gingiva, 9; tongue, 4; 
cheek, 9; HP, 7; SP, 2; 
labial mucosa, 2; 
floor of mouth, 3 





Nose 
None 


None 
None 


Both eyes, 
right eye blind 


None 
Both eyes 
None 
None 


None 


4 Extraoral 


Table 2.—Direct Immunofluorescence of Oral and Ocular Lesions* 


Subject IgG IgA IgM C’3 


f the ti . 1 SEC SEC ++SEC 
source o e tissue specimen. 2 Oral +BM +BM +BM 


In our patients, there was no clear Ocular Negative +SEC 
correlation between severity of dis- test 
ease and direct immunofluorescent ++BM 
findings. For example, subject 11, 


were studied, irrespective of the 


++BM ++BM 


ND ND ND 


who had prominent depositions of all 
classes of immunoglobulins and com- 
plement, only had lesions of the man- 
dibular gingiva. In contrast, subjects 
2 and 3 had similar immunofluores- 
cent patterns, but had widespread le- 
sions. Furthermore, the presence of 
immunoglobulin deposits in oral and 
conjunctival specimens was variable 
in two patients (2 and 10) who had 
both areas biopsied. 

The finding of IgA or IgM in addi- 
tion to IgG and complement was not 
consistent and does not seem to relate 
to the course of disease. Subject 2 had 
three biopsies performed on two dif- 
ferent occasions. Once, all four com- 
ponents were found, and twice only 
IgG and complement were detected. 

The typical pattern of immuno- 
globulin deposition was continuous 
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+BM 


ND 


10 Oral 
Ocular 


11 
12 
13 


Totals, 
BM 





* SEC indicates subepithelial clumps of immunoglobulin; BM indicates deposits in the 
basement membrane region; ND indicates test was not done; + indicates mild and distinct 
positive reaction; ++ indicates moderate positive reaction; +++ indicates strong positive 


reaction. 


along the BM, as shown in Fig 1. 
However, in some specimens, the re- 
action was discontinuous and proba- 
bly represents levels of immuno- 
globulins that are at the lower end of 
the range of the technique’s sensi- 


tivity. One conjunctival biopsy speci- 
men showed a thicker fluorescent 
band than other biopsy specimens; 
the meaning of this finding is un- 
known. 
Results of 


indirect immuno- 
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Table 3.—Immunofluorescent Findings in Studies of MMP 


Direct IF (No. of +BM* /Total 


Patients Studied) 


Investigator 
Brody and Weupper? Fr 
Hardy et al? 0/2 
Jordan et al* 0/4 
Heydenreich et al" 1/2 
Burnham et al" 0/2 
Roenigk and Deodhar" 2/3t 
Holubar et al^ 4/5 

2/4 


Bean et al”? 


Peck et al’ 


Chorzelski et al* 
Dabelsteen et al” 
Griffitht 

Totals 


Indirect IF, 
No. of +BM/No. 
Mucosa of Sera Studied 


0/2 0/5 
0/15 
0/3 
0/2 


1/3T 

0/5 

0/4 

nl ace 0/2 
Kay and Tuffanelli* qu ee 


0/2 
0/3 
6/8 
0/12 
7/608 





* +BM indicates deposits found in basement membrane region. 
t Positive for intercellular deposits of immunoglobulin. 


t Present study. 


§ The numbers to the right of the virgule represent total numbers of patients studied. 


fluorescence studies of sera, using 
several different substrate, were neg- 
ative. However, the sera of patient 11 
demonstrated circulating antibodies 
that were bound to the intercellular 
space of lower epithelial cells; the im- 
portance of this is undetermined, 
since we and others have noted sim- 
ilar results in a variety of sera. When 
sera from 49 patients (including our 
patients) with MMP were tested 
against a variety of antigens (by 
regular or double-layer techniques), 
they failed to show any circulating 
antiepithelial antibodies (Table 3). 
In contrast, Dabelsteen et al'* have 
recently detected circulating anti- 
bodies directed to the BM region in 
six of eight patients, using the 
double-layer technique. Roenigk and 
Deodhar'* have observed intercellular 
localization in one of three sera stud- 
ied. Circulating antibodies may be 
present at the lower border of the 
sensitivity of routine or double-layer 
immunofluorescent techniques, or 
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may be only transitory. It is also pos- 
sible that circulating antibodies are 
absorbed at lesion sites; such a find- 
ing occurs in cases of lupus erythema- 
tosus (LE), in which anti-BM anti- 
bodies are detected in the eluates of 
the skin lesions but are not detected 
in the sera of the patients.'* 

Bean et al? have postulated that 
MMP may represent the benign end 
of a spectrum of disease, with bullous 
pemphigoid at the other extreme. 
They compare this to the situation in 
LE, with discoid LE being analogous 
to MMP and systemic LE to bullous 
pemphigoid. At present, however, the 
clinical involvement described in the 
above reports is quite variable and 
one must interpret the results accord- 
ingly. Different subject groups are 
not always identical in clinical crite- 
ria or lesion distribution; Holubar et 
al^ studied five patients, all of whom 
had skin lesions, whereas none of our 
12 patients manifested cutaneous le- 
sions. Until more immunological data 


from patients similarly defined as 
having MMP is at hand, no conclu-. 
sions can be drawn about immuno- 
pathological processes in MMP rela- 
tive to those operative in bullous 
pemphigoid. 


This investigation was supported by graduate 
training grant AM 5372 from the National Insti- 
tutes of Health, and by the research grant RR- 
05305 from the School of Dentistry. 


References 


l. Lever WF: Pemphigus and Pemphigoid. 
Springfield, Ill, Charles C Thomas Publisher, 
1965, pp 103-118. 

2. Hardy K, et al: Benign mucous membrane 
pemphigoid. Arch Dermatol 104:467-475, 1971. 

3. Brody H, Weupper K: Mucous membrane 
pemphigoid: Immunofluorescent studies. J Dent 
Res 48:1248-1250, 1969. 

4. Jordan R, et al: Basement zone antibodies 
in bullous pemphigoid. JAMA 200:751-756, 1967. 

5. Chorzelski T, Jablonska S, Blaszezyk M: Au- 
toantibodies in pemphigoid. Dermatologica 
136:325-334, 1968. 

6. Beutner E, Jordan R, Chorzelski T: Immu- 
nopathology of pemphigus and bullous pemphi- 
goid. JID 51:63-80, 1968. 

7. Jordan R, Thrifthauser C, Schroeter A: Di- 
rect immunofluorescent studies of pemphigus 
and bullous pemphigoid. Arch Dermatol 103:486- 
491, 1971. 

8. Kay D, Tuffanelli D: Immunofluorescent 
technique in the clinical diagnosis of cutaneous 
disease. Ann Intern Med 71:753-762, 1969. 

9. Peck S, et al: Studies in bullous diseases. N 
Engl J Med 279:951-958, 1968. 

10. Burnham T, Fine G, Neblett T: Immuno- 
fluorescent “band” test for lupus erythematosus. 
Arch Dermatol 102:42-50, 1970. 

11. Heydenreich G, From E, Diederichsen H: 
Some unusual findings obtained by the immuno- 
fluorescent method in bullous pemphigoid and 
benign mucous membrane pemphigoid. Acta 
Dermatovener 52:201-204, 1972. 

12. Bean S, et al: Cicatricial pemphigoid. Arch 
Dermatol 106:195-207, 1972. 

13. Dabelsteen E, et al: Demonstration of an- 
tibodies to basal membrane of stratified epithe- 
lium in patients with benign mucosal pemphi- 
goid, abstracted. Read before the European 
Society for Dermatological Research, Amster- 
dam, 1973. 

14. Holubar K, Honigsmann H, Wolff K: Ci- 
catricial pemphigoid. Arch Dermatol 108:50-52, 
1973. 

15. Roenigk H, Deodhar S: Pemphigus treat- 
ment with azathioprine. Arch Dermatol 107:353- 
357, 1973. 

16. Landry M, Sams WM Jr: Basement mem- 
brane antibodies in two patients with systemic 
lupus erythematosus. Lancet 1:821-822, 1972. 


Mucous Membrane Pemphigoid/Griffith et al 199 


Influence of Wind 


on Ultraviolet Injury 


Donald W. Owens, MD; John M. Knox, MD; Hugh T. Hudson, PhD; Douglas Troll, MS, Houston 


Wind intensifies the injurious effect of 
ultraviolet radiation exposure. This phe- 
nomenon has been demonstrated in mice 
subjected to acute ultraviolet radiation in- 
jury and kept in wind tunnels providing 
continuous air flow. Mice receiving ul- 
traviolet radiation with wind exposure had 
greater damage than mice receiving ul- 
traviolet radiation without wind exposure. 
Mice exposed to wind alone had no de- 
tectable skin changes. 


I is well known that sunlight 
is largely responsible for produc- 
tion of common skin cancers and for 
the precipitation of an ever enlarging 
group of photosensitivity disorders.'* 
The influence of environmental fac- 
tors, such as wind, humidity, and tem- 
perature, on sunlight damage, how- 
ever, has received little attention.’ 

This study was designed to deter- 
mine the influence of wind on acute 
ultraviolet injury. Although the lay 
community makes frequent refer- 
ences to "windburn," there are, to our 
knowledge, no reported scientific at- 
tempts at assessing the role of wind 
in damage of the skin caused by ul- 
traviolet radiation. 


Materials and Methods 


Two environmental chambers specifi- 
cally designed for the experiment were 
employed (Fig 1). These chambers pro- 
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vided thermostatically controlled tempera- 
ture ranges extending from 4.0 to 49.0 C 
and a humidity index ranging from 10% to 
1009. Additionally, wind tunnels built 
within the chambers provided a wind ve- 
locity of 2.75 meters/sec (Fig 2). Condi- 
tions in the chambers were maintained at 
95% relative humidity and 27 C. The cham- 
bers accommodated three separate groups 
of young, adult albino mice (18 mice in 
each group): the group exposed to ultravio- 
let radiation and wind, the group exposed 
to ultraviolet radiation only, and the group 
exposed to wind alone. A food compart- 
ment was located at the rear of the cage 
and water was supplied from bottles 
mounted on specially designed methyl 
methacrylate (Plexiglas) doors. The doors 
permitted viewing of the animals when de- 
sired, and were sealed with foam rubber to 
prevent air leaks. The wind velocity was 
measured with a vane type instrument at 
six points in each cage, showing wind flow 
to be constant and uniform throughout. 

Experiment 1.— Animals were irradiated 
daily with three minimal erythemal doses 
(MEDS) for four weeks, using sunlamps 
(Westinghouse FS 40 T-12) installed in the 
environmental chambers. Light intensity 
was measured periodically with a cali- 
brated thermopile at six points in each 
cage, assuring uniform dosage for the du- 
ration of the experiment. 

Experiment 2.— Animals were irradiated 
with three MEDS five days per week for 
four weeks with a mercury arc lamp (GE 
Uviare Model UA-3). The animals were 
kept in the chambers except for the irra- 
diation period, after which they were re- 
turned immediately. 

Animals were taken from the environ- 
mental chambers daily and inspected for 
damage to the ears. Changes were re- 
corded on a numerical scale ranging from 0 
to 10, as follows: 0, no observable effect; 1, 
prominent veins; 2, slight erythema; 3, 
moderate erythema; 4, intense erythema; 





Fig 1.—Environmental chambers. 


5, scaling; 6, sloughing of the ear margins; 
7, 25% ear slough; 8, 50% ear slough; 9, 75% 
ear slough; 10, total ear slough. 


Results 


Animals exposed to ultraviolet ra- 
diation and wind had greater damage 
to their skin than animals exposed to 
ultraviolet radiation alone (Fig 3). 
Wind alone produced no observable 
effects in any of the animals. Results 
of experiments 1 and 2 are summa- 
rized in graph form (Fig 4 and 5). 
These graphs demonstrate that dam- 
age to the animals' ears reached a 
peak during the second week of expo- 
sure and that the animals gradually 
recovered in spite of continuous irra- 
diation at the same dosage. This re- 
covery was accompanied by gross 
thickening of the animals’ ears. 

The results of these experiments 
indicate that wind enhances acute ul- 
traviolet radiation injury. During the 
first week of irradiation, there was no 
difference between the two groups re- 
ceiving ultraviolet radiation, but by 
the second week it was apparent that 
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Fig 2.—Interior design of chambers. 


Experiment 1 


Ultraviolet Radiation Plus Wind 
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Fig 4.—Damage from sunlamp with continuous wind exposure compared to damage 
from sunlamp alone. 


Fig 5.—Damage from mercury arc lamp with interrupted wind exposure during irradia- 
tion compared to damage from mercury arc lamp alone. 


Experiment 2 


Ultraviolet Radiation Plus Wind 
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Fig 3.—Ear damage from ultraviolet ra- 
diation alone (left) compared with ear 
damage from both ultraviolet radiation and 
wind (right). 


animals exposed to light and wind 
had more skin damage than animals 
exposed to light alone. The damage 
was essentially the same in both ex- 
periments and was statistically sig- 
nificant, with P«.05 after the 12th 
day of the experiment. Within the 
limits of our experimental design, 
there was no detectable effect from 
wind alone. Thus, “windburn” may be 
sunburn intensified by wind. 

Long-term studies have been 
undertaken to determine if wind ex- 
posure also intensifies chronic ul- 
traviolet radiation injury and carcin- 
ogenesis. 


This study was supported by Public Health 
Service grant CA12759-02. 
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Protection Factor of Sunscreens 


to Monochromatic Radiation 


Derek J. Cripps, MD (London), MS; Stephen Hegedus, MD, Madison, Wis 


Seventeen commercially available sun- 
screens were tested to determine their 
relative protection at 305 nm of mono- 
chromatic radiation. Tests, using 23 vol- 
unteers, were also made with four repre- 
sentative sunscreens: P-aminobenzoic 
acid (PABA) in alcoholic solution (Pre- 
sun), cinoxate and menthyl anthranilate 
(Maxafil), the benzophenone mixture of 
oxybenzone and dioxybenzone (Solbar), 
and an ester of PABA (Pabafilm) were 
tested in the sunburn range at 295, 300, 
305, and 313 nm. Alcoholic solutions of 
PABA were the most effective, with a 
mean protection factor (PF) of 17.6; es- 
ters of PABA were less effective, with a 
mean PF that ranged from 5.5 to 8.3, and 
were comparable to the benzophenones. 
A combination of cinoxate and menthyl 
anthranilate (Maxafil) gave a mean PF of 
9.6. There was no significant difference in 
the PF with the different wavelengths 295 
to 313 nm. 


he purpose of this study was 
to compare quantitatively the 
protective value of 17 commercially 
available sunscreens. The investiga- 
tion was not a field test but a labora- 
tory study using monochromatic ul- 
traviolet (UV) radiation of 295, 300, 
305, and 313 nm. 
The dose of radiation (measured in 
uW sec/sq cm) required to produce 
minimal erythema on the skin before 
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application of the sunscreens on each 
individual was compared with the 
minimal erythemal dose (MED) after 
the selected sunscreen had been ap- 
plied. This ratio is referred to as the 
protection factor (PF). The use of se- 
lective monochromatic radiation pro- 
vides an opportunity for quantitative 
evaluation of sunscreening agents. 
Artificial light sources were used pre- 
viously by Macleod and Frain-Bell,' 
Willis and Kligman,? and Langner 
and Kligman? to evaluate the protec- 
tive index of para-aminobenzoic acid 
(PABA) and some other sunscreens. 

While the ultimate test for any 
sunscreen agent must be performed 
outdoors, laboratory studies with 
strict controls are helpful in the eval- 
uation of the relative protective value 
of these agents. Light-protective 
agents act by either absorbing or re- 
flecting radiation. The commercial 
forms often utilize a combination of 
these. 


Materials and Methods 


Subjects.—The mid dorsa of the trunk of 
23 white volunteers was irradiated with 
monochromatic UV radiation to determine 
the MED; then selected sunscreens were 
applied to determine the PF. All 23 volun- 
teers participated in the tests using Pre- 
sun, Maxafil, Solbar, and Pabafilm at 295, 
300, 305, and 313 nm monochromatic radia- 
tion. The other sunscreen preparations 
were tested and compared using 305 nm 
monochromatic radiation in approxi- 
mately two thirds of the volunteers (Table 
1). 

Apparatus.—The subjects were irradiated 


at 295, 300, 305, and 313 nm (4-nm band- 
width) using a prism-grating monochro- 
mator described by Cripps and Ramsay.* 
The intensity of the radiation was varied 
in 20% increments, and the intensity re- 
quired to produce minimal erythema was 
measured with a calibrated thermopile in 
microwatts per square centimeter. The 
MED was evaluated at 24 hours after ex- 
posure and was expressed in microwatt 
seconds per square centimeter. 

Sunscreens.—The 17 commercially avail- 
able sunscreens were tested to determine 
their relative protection at 305 nm (Table 
1). Preliminary studies showed no substan- 
tial difference between Presun and Paba- 
nol (5% PABA in 55% alcohol, water and 
emollients); and, subsequently, Presun was 
used in this study. The quantity of each 
sunscreen that was applied was 30yul/sq 
em, as determined by syringe measure- 
ment. The test area was irradiated 30 min- 
utes after application of the sunscreen. 

Duration of Protection.—The four se- 
lected sunscreens (Presun, Maxafil, Solbar, 
and Pabafilm) were also tested for their 
PF, with and without bathing for five min- 
utes 24 hours after application. 


Results 


Presun (5% PABA in 55% alcohol, 
water and emollients), with a mean 
PF of 17.6, was more than twice as ef- 
fective as the various esters of PABA 
in commercially available sunscreens. 
Their mean PF ranged from 5.5 to 8.3 
(Table 1). 

The benzophenone sunscreens Sol- 
bar, Uval, Pan Ultra, and Sungard 
gave protection similar to that of the 
esters of PABA (mean PF ranged 
from 5.9 to 6.7). The PF of Maxafil 
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Table 1.—Sunscreen Protection* at 305 nm 


Mean 
No. of MEDs 


Sunscreen 


Presun (5% aminobenzoic acid) 
Pabanol (5% aminobenzoic acid) 


Maxafil (cinoxate 4%, 
menthyl anthralinate 5%) 


Sea & Ski (aminobenzoate glyceryl 


RVPaque (red petrolatum, 
zinc oxide, cinoxate) 


Solbar (oxybenzone 3%, 


dioxybenzone 3%) 

Sunswept (digalloyl trioleate 3.5%) 
Estee Lauder's Ultraviolet Screening 
Lotion (padimate) 

UVAL (sulisobenzone 10%) 


Afil Cream (titanium dioxide 5%, 
menthyl anthranilate 5%) 


Coppertone (homoslate) 

Pan Ultra (diphenylkerone) 
Pabafilm (padimate) 

Sungard (sulisobenzone 10%) 
Sundare (Cinoxate) 

Block Out (padimate) 

RVP (red petrolatum) 





Protection Factor 


No. of 


SD Range Subjects 


10-21 


* Protection factor (No. of MEDs) of 17 sunscreens applied in concentrations of 304l/sq 
cm, tested at 305 nm radiation (4-nm halt-bandwidth). 


(9.6) (einoxate [2-ethoxyethyl-p-me- 
thoxycinnamate] and menthyl an- 
thranilate) was consistently better 
than that of the esters, although 
within the standard deviation. 
Protection Factor Using Monochro- 
matic Radiation.-When the PFs of 
the sunscreens Presun, Maxafil, Sol- 
bar, and Pabafilm were tested on all 
23 subjects at 295, 300, 305, and 313 
nm, there was little difference in the 
effect of each wavelength. For ex- 
ample, for Presun, the mean numbers 
of MEDs protected (PF) were 16.9, 
16.1, 17.6, and 17.2, as shown in Table 
2. The dose of radiation necessary 
to give minimal erythema was ex- 
pressed in microwatts per second per 
square centimeter. The increasing in- 
tensity of the MEDs from 295 to 313 
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nm is, of course, explained by the de- 
creasing effectiveness of the sunburn 
wavelengths. 

Duration of Protection.—Presun was 
more effective in protection after five 
minutes’ bathing and 24 hours after 
application than the other sunscreens 
tested (Table 3), but the PF was con- 
siderably decreased. 


Comment 


Rothman and Schultz? recom- 
mended the use of aminobenzoic acid 
as a sunscreen in 1928, and Pathak et 
al^ showed that its effectiveness as a 
sunscreen was enhanced in an alco- 
holic solution. In this study, a 5% con- 
centration of PABA in a solution con- 
taining 55% ethyl alcohol, water, and 
emollients (Presun) was found to give 


Table 2.—Protection Factor of Four Sunscreens Tested at 295 to 313 nm 














two to three times more protection 
(mean PF 17.6) than the commercially 
available esters (mean PF value var- 
ied from 5.5 to 8.3), although these 
contained a smaller concentration of 
PABA esters. Maxafil, with a mean 
PF of 9.6, was a more effective sun- 
screen than the esters of PABA, al- 
though within their standard devia- 
tion. The concentration of Presun 
used in our study was 30yul/sq cm, 
which gave a mean PF varying from 
16.1 to 17.6. The PF for sunscreens 
tested after bathing and 24 hours af- 
ter application showed Presun to be 
the only one with a marked effect, 
with a PF of 2.4, whereas Maxafil, Pa- 
bafilm, and Solbar gave only negli- 
gible protection. 

McCullough’ calculated that the 
most effective sunburn-producing 
wavelength would be 306 nm. For 
convenience, we selected 305 nm in 
this study comparing 17 sunscreens. 
A sunscreen designed to give protec- 
tion in the sunburn range should 
therefore give good protection at 306 
nm. In our study using four selected 
sunscreens, there was no substantial 
difference in the protection afforded 
at 295, 300, 305, and 313 nm, although 
the mean protection at 305 nm ap- 
peared slightly better. 

Pathak and associates® used natu- 
ral sunlight and found that 2.5% 
PABA ester was 83% as effective as 
PABA, whereas in our study, the 
highest mean protection of an ester 

_was 47%, or less than half as effective 
as PABA in alcoholic solution. The su- 
perior protection afforded by PABA 
in alcohol described by Pathak et al 
has been amply confirmed,?*:'"? and 
the two commercially available solu- 
tions of PABA (Presun and Pabanol) 
appeared to be definitely superior. 
The high effectiveness of benzophe- 
nones that was previously reported"? 


Presun Maxafil Solbar Pabafilm 
jM. Eetu 

Wave Mean Mean Mean Mean 

Length, No. of Mean Dose, No. of Mean Dose, No. of Mean Dose, No. of Mean Dose, 
nm MEDs SD  »;Wsec/sqcm MEDs SD  ^;Wsec/sqcm MEDs SD #W sec/sqcm MEDs SD ^W sec/ sq cm 
295 16.9 10.2 1.52 X 10* 8.6 4.9 7.72 X 16° 6.1 2.8 5.48 X 10* 5.5 3.4 4.92 X 10* 
300 16.1 10.1 3.02 X 10* 8.4 5:3 1.59 X 10° 6.2 3.0 1.17 X 105 Zr 3.4 1.08 X 10° 
305 17.6 9.7 5.8 X 105 9.6 5.7 3.18 X 10° 6.7 3.8 2.21 X 10° 5.9 3.4 1.95 X 10* 
313 17:2 10.4 9.0 X 10* 9.2 4.8 4.82 X 10* 6.8 Y5 3.56 X 10* RI 29 2.88 X 10* 
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Table 3.—Duration of Sunscreen Protection* 


Presun, PF 


At 24 hr 
After 
Bath 


At30 At24 
min hr 


Subject 


Maxafil, PF 


At30 At24 After 
min hr 


Solbar, PF 


At 24 hr 
At30 After 
min Bath 


Pabafilm, PF 


At 24 hr 
At30 After 
min Bath 


1.5 
1.5 
1.5 
2.0 


At 24 hr 
Bath 





* Sunscreens tested 30 minutes after application and 24 hours later with bathing for 


five minutes. 


may be partially related to the use of 


a hot quartz mercury lamp, which has 


an irregular line spectra in contrast 
to the continuous spectra of the 
xenon lamp or sunlight. 

Our study would be more compa- 
rable to that of Willis and Kligman,* 
who used a xenon solar simulator in 
which the average MED (the actual 
dose was not measured) was approxi- 
mately a minute, which was similar to 
20 minutes of their midday summer 
sun. Their results showed a PF of 23 
for 5% PABA and a PF of 11 for Sol- 
bar, as compared with our figures of 
17.6 and 6.7, respectively; this differ- 
ence could be due to a difference in 
concentration of the sunscreens ap- 
plied. 

We were surprised to see the 
marked decrease of effectiveness 
among the esters as compared to the 
effectiveness of PABA. Nevertheless, 
it must be mentioned that all current 
commercially available sunscreens 
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with esters of PABA contain only 
about one half (2% to 2.5%) of the con- 
centration of the PABA as in Presun 
or Pabanol. Willis and Kligman* have 
previously shown that the 2.5% con- 
centration of PABA was superior to a 
selected sunscreen with a 5% PABA 
ester. In preliminary studies on six 
subjects, we also found that the 
PABA esters in a 5% concentration 
did not provide the linear increase in 
protection that we had expected. 

The benzophenones were again 
noted to be less effective than 
PABA.?* These are "surface" type 
sunscreens. We often observed that 
when Solbar was used, it formed a 
fine film on the skin after it dried, 
and it had a tendency to flake or peel 
off. 

We compared the various sun- 
screens to find their protection factor 
under optimal conditions. The final 
selection, however, must be made on 
an individual basis and must, above 


all, meet the patient’s individual 
needs; but, other factors, such as cos- 
metic acceptance, allergenic poten- 
tial, durability, frequency of appli- 
cations, and absorption and retention 
of the sunscreen by the stratum cor- 
neum, must also be considered. 


This investigation was supported by grant 
AM09995 from the National Institutes of Health. 
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seasonal Variation of Basal Cell 


Epitheliomas in Kentucky 


Lafayette G. Owen, MD; Maurice T. Fliegelman, MD; 
Robert L. Jetton, MD; Joseph W. Musgrave, MD, Louisville 


It is a widely accepted clinical observa- 
tion that patients with basal cell epithe- 
lioma (BCE) seek treatment more often 
during the summer months. A total of 
1,131 consecutive biopsy-proven cases of 
BCE examined histologically in Louisville, 
during the years 1970 and 1971, were 
studied. An analysis proved that there 
was a statistically significant increase in 
BCE incidence during the months of July 
through September for both years. There 
was no seasonal change in the proportion 
of exposed to unexposed sites or in the 
male/female ratio. 
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f. is a widely accepted clinical 
observation that patients with ba- 
sal cell epithelioma (BCE) seek treat- 
ment more often during the summer 
months. This observation was statis- 
tically supported in a study conducted 
by Freeman and Knox in an area of 
known high incidence of BCE.’ 

The present study sought to deter- 
mine the seasonal variation of basal 
cell tumors in a locality in the mid- 
western United States. To our knowl- 
edge, it is the first such report from 
an area of moderate sunlight expo- 
sure and moderate incidence of skin 
cancer.*^? 

According to the prevailing con- 
cept, the majority of cases of BCE are 
induced by many years of cumulative 


Fig 2.—Ratio of BCE to total number of biopsy specimens 


examined. 
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Fig 1.—Monthly incidence of BCE. 


Fig 3.—Ratio of exposed to unexposed areas. 
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Fig 4.—Ratio of male to female patients. 


sunlight exposure.*' Thus, a random 
monthly distribution of the tumors 
would be expected. However, a 
greater increase in the number of 
cases reported during the summer 
must indicate that other factors are 
playing a role. 


Materials and Methods 


A total of 1,131 consecutive, biopsy- 
proven cases of BCE examined histologi- 
cally in Louisville during the years 1970 
and 1971 were studied. The monthly inci- 
dence of BCE during the two-year period 
is plotted in Fig 1. The proportion of occur- 
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rences of BCE to the total number of 
biopsy specimens examined per month 
(nearly all were skin biopsy specimens sub- 
mitted by area dermatologists) is shown in 
Fig 2. The proportion of exposed to unex- 
posed sites in the patients with BCE is 
shown in Fig 3. The male-female ratio is il- 
lustrated in Fig 4. The figures from these 
graphs were subjected to x’ analysis. 


Results 


The x? testing proved that there 
was a statistically significant in- 
crease in BCE incidence during 
the months of July through Septem- 
ber for both years (P< .05 for 1970; 
P «.001 for 1971). There was no sea- 
sonal change in the proportion of ex- 
posed to unexposed sites or in the 
male-female ratio. 


Comment 


Our findings support the clinical 
impression that more biopsies are 
performed on patients with BCE dur- 
ing the summer months. To analyze 
these data, a few considerations must 
be made. First, the public's concern 
for skin cancer is probably greatest 
during the summer months. The rela- 
tionship between skin cancer and 
sunlight exposure is now widely rec- 
ognized by laymen. Any suspicious le- 
sions, regardless of the time of onset, 
would likely be more closely scruti- 
nized by the patient during months of 
increased sun exposure. 


Alternatively, BCE could grow 
more rapidly than was originally 
thought. This theory is contradicted 
by patients’ histories and by clinica 
observations. Several months usually 
elapse before an increase in size is de- 
tectable clinically. However, the 
growth of the tumors could be notice- 
ably stimulated, or some minor irrita- 
tion provoked, by the increased ul- 
traviolet light. Such a change might 
worry the patient enough that he 
would seek treatment. 

Clearly, more studies on the patho 
genesis of BCE are needed to explain 
the increased incidence in summer. 
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Natural History of Psoriasis in 61 Twin Pairs 


Eugene M. Farber, MD; M. Lexie Nall, MA; William Watson, MD, Stanford, Calif 


The history of psoriasis in 95 twin indi- 
viduals was compared with that of a 
matched control group of singleton (non- 
twin) psoriatics. The findings indicate that 
twin members with psoriasis do not differ 
from psoriatic singletons in the general 
population, with respect to clinical mani- 
festations of the disease. 

Psoriasis in concordant monozygotic 
twin pairs tended to be similar, with re- 
spect to age of onset, distribution pattern, 
severity, and course. This pattern was not 
found in concordant dizygotic twin pairs. 

The striking difference in rate of con- 
cordance for psoriasis between mono- 
zygotic and dizygotic twin pairs indicates 
that there is a heritable contribution to the 
etiology of psoriasis. The fact that not all 
monozygotic twin pairs are concordant 
suggests that environmental factors are 
also important and supports a theory of a 
multifactorial mode of inheritance for pso- 
riasis. 


Te history of psoriasis was 
studied in a series of 95 affected 
individuals found in 61 concordant 
and discordant monozygotic and di- 
zygotic twin pairs. This investigation 
is a corollary to the family study on 
the epidemiology and genetics of pso- 
riasis,"? and it is an extension of an 
earlier study on psoriasis in twins.* 
The purpose of this study was to (1) 
determine the concordance rates for 
monozygotic and dizygotic twins, one 
or both of whom had psoriasis, (2) de- 
termine the intrapair and interpair 
similarities and differences between 
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twin members, and (3) compare af- 
fected twin individuals and affected 
singletons. (Throughout this report, a 
partner of a twin pair will be referred 
to as an affected [concordant] or 
unaffected [discordant] twin member 
or individual; a nontwin is referred to 
as a singleton. When intrapair differ- 
ences or similarities are discussed, the 
term "twin pair" will be used.) 

In human genetic analyses, studies 
of twins** are employed to appraise 
interactions involving hereditary and 
environmental factors, particularly 
with respect to multifactorial inher- 
itance. The principle of the classic 
twin-method* is that monozygotic 
twins carry identical genes, while di- 
zygotic twins are genetically as differ- 
ent as ordinary siblings. Phenotypical 
differences between monozygotic 
twins are therefore due to environ- 
mental factors. Dizygotic twins may 
differ because of genetic or environ- 
mental factors or both.* 

With the exception of disorders re- 
lated to gestation and birth, twins 
are usually found to be medically rep- 
resentative of the general population; 
diseases occur among twins with the 
same frequency as among single- 
tons.*° 

Biases inherent in the twin-method 
have been reviewed in depth by many 
investigators.°* Biases due to sam- 
pling techniques are also present in 
this study. 


Historical Perspective 


In 1875, Francis Galton was the 
first to use the study of the life and 
disease histories of twins for the pur- 
pose of elucidating the interplay of 
heredity and environment." At that 
time, there was no means, in theory 
or in practice, of differentiating 


between monozygotic and dizygotic 
twins.'? Subsequently, a large number 
of publications have appeared con- 
cerning not only the etiology of dis- 
eases but also the biology of twin- 
ning.''''*'* Areas of special concern 
have been the specific methods of zy- 
gosity diagnosis:  placentation'*'*; 
serology"; dermatoglyphics'*'*; an- 
thropometric traits'?*; and question- 
naire techniques.?' 

The application of the twin-method 
in dermatology had its beginnings in 
1924 when Siemens” used the concor- 
dance-discordance method for study- 
ing the genetic-environmental rela- 
tionship in various dermatoses; his 
study included one twin pair with 
psoriasis. Since that time, many clini- 
cians**** have noted the occurrence of 
psoriasis in patients who were twin 
members, but only a few publications 
refer to the twin-method in epidemio- 
logical studies.’ 

Psoriasis occurs in approximately 
2% of the general population”; there 
are no specific studies on the fre- 
quency of psoriasis in twins within 
the general population. Hellgren” 
recorded six twin individuals (1.5%) 
with psoriasis in his survey of 39,000 
residents in five regions of Sweden. 
In a small sample extracted from the 
National Research Council-National 
Academy of Sciences Twin Registry, 
1.2% of the twin members had pso- 
riasis (according to written communi- 
cation from Z. Hrubec, on May 15, 
1968). 


Materials and Methods 


Samples.—T'win Group.—The optimum 
sampling source for the study of a specific 
trait in twins is a large twin-registry. Ac- 
cess to such a source was not available, 
thus sampling of the general population in 
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this study*was made by contacting derma- 
tólogists throughout the country. Approxi- 
mately 3,000 dermatologists in the United 
States were queried as to whether they 
had observed psoriasis in twins. From this 
survey, information about 61 twin pairs 
from diverse geographic regions was col- 
lected. It was not possible to obtain equal 
numbers of concordant and discordant 
twins in the sampling. Two copies of a 70- 
query psoriasis-twin-questionnaire were 
sent to the responding dermatologist, with 
the request that both affected and unaf- 
fected twin members fill out one copy each. 
The twin-questionnaire was constructed to 
gather data that would match data gath- 
ered in the Stanford Psoriasis Life His- 
tories Research Study; the twin-question- 
naire also contained questions pertaining 
to twinning, eg, zygosity and concordance. 
Only nonbroken, living twin pairs were in- 
cluded in the study sample. 

Singleton Group.—Ninety-five singletons 
with psoriasis were matched on sex, age, 
and race with the 95 affected twin mem- 
bers found in the 61 pairs. The singletons 
were selected from the latest series of the 
Stanford Psoriasis Life Histories material, 
which had already been fed into the com- 
puter, and punched data cards were avail- 
able for comparative analysis with the 
twin data. The comparison sample was also 
derived from various geographic sections 
of the country. 

Literature Review Sample.—Although not 
utilized in the comparative analysis of the 
Stanford study and control series, data 
were gathered from the literature on the 
occurrence of psoriasis in twins. The infor- 
mation was tabulated and appears in the 
"Results" section. 

Zygosity Determination.— Diagnosis of zy- 
gosity in the twins was based primarily 
on the similarity method. Patients were 
asked the question, "When growing up 
were you and your twin as alike as two 
peas in a pod, or of a family likeness only?" 
Cederlöf and his associates? have proven 
that, in studies made in the United States 
and Sweden, this means of determining zy- 
gosity is 95% reliable when confirmed by 
blood and serum group matching, derma- 
toglyphic patterns, and skin grafting." 

Data regarding anthropometric charac- 
teristies, such as height, weight, and scalp 
hair color, were also gathered from the 
Stanford sample; laboratory tests were 
made on the blood and serum of twins liv- 
ing in the vicinity of Stanford University 
Medical Center. 


Results 


Nature of the Sample.—Sex Ratio.— 
Of the 122 members in the sample of 
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61 twin pairs, 62 were male patients 
and 60 were female patients; 95 were 
affected by psoriasis, 27 were unaf- 
fected. A control group of 95 affected 
singletons were matched, on the basis 
of sex, age, and race, with the af- 
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fected twin individuals. 

Both like-sexed and unlike-sexed 
twin pairs were included in the twin 
series. Fifty-three (87%) pairs were ' 
like-sexed twin pairs (28 male pairs, 
25 female pairs); 8 (18%) were unlike- 


Table 1.—Sex Ratio in 61 Twin Pairs 


Like-Sexed 


Type of 
Twin 
Monozygotic 
Concordant 
Discordant 
Dizygotic 
Concordant 


Discordant 
Total 





Female Unlike-Sexed 



































Von Verschuer (1954) 4 


Vogel (1956) ^ 1 
Stauffer (1958) 


Total, percentage 
Present Series 


Total, percentage 





* Eighteen pairs were of unlike-sex. 


Table 2.—Twin Pairs With Psoriasis: Literature and Stanford Series 


Monozygotic 



































Twin Pairs Twin Pairs* 

Total 

Concor- Discor- Concor-  Discor- No. of 

Reference dant dant dant dant Pairs 
Siemens (1924)” 1 
Weitz (1924)” 1 1 
Clark & Stibbens (1926)? 1 1 
Von Verschuer (1927)” 1 1 2 
Lortat-Jacob et al (1927)* 1 CAA 1 
Zieler (1930)? 1 a 3 4 
Glatzel (1931) * 3 1 4 
Hoede (1931)* LE 1 7 8 
Vohwinkel (1932) 4 1 1 
Weber (1934)? 1 1 
Neumann (1937)?$ 1 1 
Schiller (1937)? 1 1 
Mayr (1938)?* 1 eis 1 
Dollman & Oye (1939)? LÀ 1 1 
Von Kampen (1941) * 1 1 
Liebenam (1942) *! 1 1 
Melsom (1945) 1 1 
Romanus (1945)* 1 
Romanus (1947)“ r 1 2 
Pfándler (1951) 1 1 





Haro (1955) 1 























Borgström (1961) *° 1 1 
Bettley (1962)* 1 TAV 1 
Lomholt (1963)? 1 1 1 3 
Niermann (1964) ^ 3 3 10 16 
Hellgren (1967)?* 1 2 6 
Saint-Andre & Signoret (1968) * 1 bas 1 
Tumarkin (1969) * 1 1 uds 2 
Cavalieri (1969)** 4 2 4 10 





26 (33%) 13 (16%) 10 (13%) 30 (38%) 79 





(Stanford Twin Study) 30 
56 (40%) 24 (17%) 14 (10%) 46 (33%) 
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Table 3.—Patients’ Age at Onset of Psoriasis* 
DOS EE SERB Sea SE MEDECIN RU SI a Sl E N ore ee 


Median Age, yr 


No. of 
Patients 


This study 
Twin members 


Singletonst 


Comparative study” 
Singletons 


Mean Age, yr Range, yr 


18.2 = 1.87 
20.3 = 2.09 





27.8 + 0.37 


* Comparison of age at onset of psoriasis in twins and singletons in this study and single- 


tons in another comparative study. 


f Age at onset not known in one of the 95 singletons. 


sexed (male-female pairs) (Table 1). 

Concordance Rates.—A summary of 
the concordance ratio in twin pairs 
with psoriasis reported in the litera- 
ture (79 pairs) and in this series (61 
pairs) is given in Table 2. 

The Lomholt” and Hellgren” stud- 
ies are population surveys. Cav- 
alieri?^*^ was the only investigator to 
use a twin registry for the source of 
his material. 

Age Distribution at Time of 
Study.—In the total sample of twin 
members, the mean age was 31.7 
years (median, 16.7 years). The mean 
age of the 95 affected twin individ- 
uals was 32.7 years (median, 17.4 
years); the mean age of the 27 unaf- 
fected twin individuals was 28 years. 
The sample is young; one half of the 
patients are under 30 years of age 
(Fig 1). 

Age Distribution at Time of On- 
set.-Seventy-nine percent of the 
twin members had an onset of pso- 
riasis before the age of 30; and 76% of 
the singletons had an onset before 
age 30. The mean age for the twin 
psoriatic patients was 18.2; it was 20.8 
years for the singletons (Fig 2). 

The age of onset before 10, 20, and 
30 years of age was observed in three 
samples (Table 3): (1) In the affected 
twin members, the mean age of onset 
of psoriasis was 18.2 years: male pa- 
tients had an onset age of 22.0 years, 
and for female patients it was 14.4 
years. Of these, 79% developed pso- 
riasis before 30 years of age, 66% be- 
fore 20 years of age, and 32% before 
10 years of age. (2) In the control 
series of singletons, the mean age of 
onset was 20.3 years: for male pa- 
tients it was 22.7 years, and for fe- 
male patients it was 17.9 years. Sev- 
enty-six percent had onset before age 
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30, 56% before age 20, and 19% before 
age 10. (3) In a large series of 5,600 
singleton patients with psoriasis, the 
mean age of onset was 27.8 years: for 
male patients it was 29.2 years, and 
for female patients it was 26.6 years. 
Sixty-two percent of the patients had 
an onset before the age of 30, 38% be- 
fore the age of 20, and 12% before the 
age of 10. 

We have no explanation for the 
earlier age of onset of psoriasis in the 
twin members when compared to the 
larger Stanford series of singleton 
psoriaties, except that young twin pa- 
tients would be likely to come to the 
attention of a physician, since they 
are more apt to be living together or 
to be in the same geographic region. 

Of the 30 monozygotic twin pairs 
concordant for psoriasis, eight pairs 
had synchronous onsets of the dis- 
ease, while 15 pairs had onsets within 
one to five years of each other. Onset 
oecurred within one year in four 
pairs, within two years in three pairs, 
within three years in four pairs, 
within four years in two pairs, and 
within five years in two pairs. Two 
pairs of twins had onset occurring be- 
tween six and ten years apart, and 
four twin pairs had onset occurring 
between 11 and 15 years apart. Thir- 
teen of the 30 pairs had an onset of 
psoriasis at age 10 years or younger. 

In the four concordant dizygotic 
twin pairs, only one pair had a syn- 
chronous onset; psoriasis began at 
differing times in the other three 
pairs: onset occurred 4, 6, and 9 years 
apart. 

Duration.—The affected twin indi- 
viduals experienced longer duration 
of psoriasis than the singletons, but 
the lengths of the duration periods 
were not statistically significant. 


Familial Occurrence of Psoriasis.— 
Forty-eight (51%) of the twin mem- 
bers had one or more relatives who 
were affected with psoriasis. Forty- 
four (46%) of the singleton patients 
reported that they had one or more 
relatives with psoriasis. No mean- 
ingful difference was found between 
the number of affected relatives in 
the families of twins and the number 
of affected members in the families of 
singletons. 

Monozygotie concordant twin in- 
dividuals reported that 11% of their 
living relatives had psoriasis; mono- 
zygotic discordant members re- 
ported that 13% of their relatives 
were affected. Dizygotic concordant 
twins had 30% of their relatives af- 


fected; dizygotic discordant twins had - 


11% of their relatives affected. The 
higher familial frequency of psoriasis 
in concordant dizygotic twin mem- 
bers follows expectations. Dizygotic 
twin members are only as genetically 
alike as ordinary siblings. Watson et 
al* have shown that the more siblings 
that are affected, the greater the fre- 
quency of psoriasis in relatives. This 
fits with the multifactorial (poly- 
genic) inheritance hypothesis and can 
be explained on the basis of a greater 
number (pool) of genes from the par- 
ents. 

There was a slight difference in 
mean age of onset of psoriasis in twin 
members who have relatives with 
psoriasis (18.8 years) and twin mem- 
bers without psoriasis in their fam- 
ilies (18.0 years). There was not a 
great difference in age of onset be- 
tween twin members or singletons 
with respect to familial aggregation 
of the disease. 

Course of Disease.—Distribution of 
Sites of Involvement.—During the 
course of the disease, both twin indi- 
viduals and singletons indicated that 
the most frequently affected areas of 
involvement were the scalp, elbow, 
trunk, and lower extremities; the 
lesser affected. areas were the upper 
extremities and knees; and the least 
affected area was the face. There was 
no marked difference between mono- 
zygotic twin members, dizygotic twin 
members, and singletons with respect 
to the number of affected sites. 

There was no correlation between 
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the freqüency of familial occurrence 
of psoriasis and the severity of the 
psoriasis in twin members or single- 
tons. Severity was graded as follows: 
isolated small plaques (+), large 
plaques on more than one site (+ +), 
and widely spread plaques (+++). A 
high familial frequency of psoriasis 
did not result in greater severity in 
the psoriasis patients in the series. 

Distribution Patterns and Course 
of Psoriasis in Concordant Twin 
Pairs.—Out of 29 concordant mono- 
zygotie twin pairs, 21 pairs had sim- 
ilar patterns of distribution of pso- 
riasis; eight pairs had a dissimilar 
pattern. Only one of the four concor- 
dant dizygotic twin pairs had a sim- 
ilar pattern of distribution. 

Eight monozygotic twin pairs had 
similar patterns at the onset of pso- 
riasis, but the course of the disease 
varied in five of these pairs. Three 
pairs of monozygotic twins had strik- 
ing similarities in the pattern at on- 
set and in the course and severity of 
their disease. In these three pairs, the 
onset of psoriasis occurred at the ages 
of 4 and 4 years, 8 and 6 years, and 10 
and 10 years, respectively. The pa- 
tients were 20, 18, and 17 years old at 
the time of the study and were all 
still living together. The striking sim- 
ilarity in the behavior of their pso- 
riasis might be explained on the basis 
of identical genetic endowment and 
nearly identical environmental con- 
ditions. None of the concordant di- 
zygotic twin pairs had a similar 
course or similar severity of psoriasis. 


Fig 1.—Age distribution of twin and singleton groups at time of 






study. psoriasis. 
Male ( 
Patients 
16- Female (777 
14- Patients 
Es s 
E 
= 10- 
E 
alt 
Y 3% 
2- Y 
A 
0-9 10-19 20-29 30-39 40-49 50-59 60-69 0- 9 10-19 
Age Range, yr 


210 Arch Dermatol/Vol 109, Feb 1974 


Influence of Other Physical Fac- 
tors.—Similar findings with regard to 
influence of weight gain, stress, 
throat infection, atopic diseases, and 
pregnancy on the course of the dis- 
ease were observed in both twin 
members and singletons. 

Remissions.—Forty (48%) of the 95 
affected twin members had a remis- 
sion in the course of their psoriasis. 
The remissions had a mean duration 
of 17.8 months. Twenty-eight pa- 
tients had remissions without physi- 
cian's intervention. 

Thirty-five (87%) of the 95 single- 
tons experienced an episode of remis- 
sion. The length of remission had a 
mean duration of 11.7 months. Thirty 
(33%) patients experienced a remis- 
sion without medication. Twin-mem- 
ber and singleton psoriatics did not 
appear to differ with respect to remis- 
sions of their psoriasis. 


Comment 


The history of psoriasis in 95 twin 
individuals was compared with that 
of a matched control group of single- 
ton psoriatics. The findings indicate 
that twins with psoriasis do not differ 
from psoriatics in the general popu- 
lation with respect to the course of 
the disease. 

We are aware of the fact that our 
method of case selection has intro- 
duced certain biases into the find- 
ings. There is a tendency to acquire 
an overrepresentation of concordant 
twins, since twin status is more likely 
to be recognized when both individ- 








uals manifest the trait under investi- 
gation. 

The sample of twin pairs is not 
completely representative of twins in 
the general population. In the study, 
monozygotic twins outnumbered di- 
zygotic twins by a ratio of 2:1, 
whereas in the general population, 
the reverse is true. In addition, there 
is a tendency in the literature to re- 
port concordant pairs of twins, 
whether they are monozygotic or diz- 
ygotic, which means that concordance 
rates are going to be higher than or- 
dinarily would be expected in both 
groups. 

In our twin sample, the patients 
were young and tended to have an 
earlier onset of psoriasis than has 
been reported in other large studies 
on the natural history of psoriasis. 
We cannot state, on the basis of our 
study, that twin individuals actually 
have the tendency toward an earlier 
onset of psoriasis than singletons, 
since it is possible that our twin 
sample was biased toward a younger 
age group. 

Psoriasis in concordant monozy- 
gotic twin pairs tended to be similar 
with respect to age of onset, distribu- 
tion pattern, severity, and course. In 
some instances the similarities were 
striking. This pattern was not found 
in concordant dizygotic twin pairs. 
The similarities in monozygotic twin 
pairs might possibly be explained by 
the identical genetic profile and a 
common environment. Precipitating 
factors, such as streptococcal infec- 


Fig 2.—Age distribution of twin and singleton groups at onset of 
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tion, could explain the synchronous 
onset in eight pairs of monozygotic 
twins. 

' The striking difference in concor- 
dance rates of psoriasis between 
monozygotic and dizygotic twin pairs 
would suggest that heredity plays a 
role in the causation of psoriasis. The 
fact that not all monozygotic twin 
pairs are concordant with respect to 
the occurrence of psoriasis indicates 
that environmental factors are also 
important. Previous genetic analysis: 
supports a multifactorial mode of in- 
heritance for psoriasis. Multifactorial 
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inheritance implies a polygenic mech- 
anism. If an individual has the neces- 
sary quantity of genetic factors, he 
has a liability to develop psoriasis. 
Once this liability is present, environ- 
mental factors will determine the 
manifestation of the disease. 
Although the current investigation 
of dermatological disease rates in this 
country by the National Health Sur- 
vey Center will provide a more accu- 
rate record of the prevalence of pso- 
riasis than has been available in the 
past, detailed population studies are 
nonetheless needed to analyze the ep- 
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A Human Model of 


Coal Tar Acne 


Kays H. Kaidbey, MD, Albert M. Kligman, MD, PhD, Philadelphia 


The continuous occlusive application 
of 2596 crude coal tar to the backs of 
young adult males for three weeks regu- 
larly induced an acneiform eruption. In 
blacks, this was a monomorphous crop of 
comedones that were of the open variety 
from the very start. In whites, the first le- 
sions were papulopustules resulting from 
toxic disorganization of the follicular epi- 
thelium. This inflammatory phase was fol- 
lowed by comedones. 


M’ kinds of substances, such 
as tars, waxes, oils," and 
chlorinated phenols,’ are known to 
produce acneiform eruptions on con- 
tact with human skin. Perhaps the 
best known of these, both occupation- 
ally and experimentally, are the 
chloronaphthalenes. The comedogenic 
activity of pentachloronaphthalene 
and hexachloronaphthalene in man 
and in the rabbit ear canal has been 
carefully evaluated.‘ With a mixture 
of pentachloronaphthalenes and hexa- 
chloronaphthalenes (Halowax 1014), 
Shelley and Kligman® induced an ex- 
tremely inflammatory long-lasting 
eruption simulating acne conglobata. 
These materials are far too potent 
and are unacceptable for use in hu- 
mans. 
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The desirability of an experimental 
acne model in humans has prompted 
us to reexamine a number of topical 
acnegenic substances. We sought an 
agent that would produce a character- 
istic but controllable eruption after a 
few weeks of application. A simple 
model is useful for evaluating agents 
that might prevent or eradicate acne 
lesions. 

It turned out that ordinary coal 
tar, one of the ancient dermatologic 
medicaments, fulfilled these require- 
ments. 


Materials and Methods 


Materials.—The following tars were stud- 
ied: crude coal tar, coal tar distillate (undi- 
luted), pine tar, and ichthammol NF. 

Procedure.—The tars were made up in 
hydrophilic ointment USP; the upper back 
over the scapula was the test site. Liberal 
amounts were applied to 3.8x3.8-cm 
squares of nonwoven cotton cloth. These 
patches were fastened with strips of im- 
permeable plastic tape (Blenderm). After 
spraying the surrounding skin with a med- 
ical adhesive, the dressing was secured 
with overlapping strips of perforated plas- 
tic tape. New patches were applied three 
times a week for three weeks. 

Subjects.—-These were healthy, young 
adult male prisoner volunteers between 
the ages of 21 and 35 years. 

Histologic Findings.—Biopsy specimens 
were obtained at 7, 14, and 21 days and 
sporadically thereafter. The specimens 
were fixed in 4% formaldehyde solution 
(10% formalin), serially sectioned either 
horizontally or vertically, and stained with 
hematoxylin-eosin. Some sections were 
stained with the Brown-Brenn technique 
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Fig 1.—Multiple papules and papulopus- 
tules in white subject at three weeks. 
Comedones become apparent later. 


for bacteria. 
Results 


Comparison of Tars.—The various 
tars were applied in 25% concentra- 
tion on separate groups of ten sub- 
jects each. Ichthammol produced no 
lesions in any subject. Pine tar pro- 
duced minor degrees of irritation 
without an acneiform component. 
Crude coal tar and the coal tar dis- 
tillate proved to be about equally 
acnegenic. Numerous comedones and 
papules had emerged by the end of 
the treatment period. Because of its 
more convenient physical properties, 
the liquid distillate was used in all 
subsequent studies. Hydrophilic oint- 
ment alone produced no lesions in the 
first two groups (20 subjects) studied. 

Influence of Concentration.—The fol- 
lowing concentrations were assayed 
in one group of seven subjects: 10%, 
25%, 50%, and 70%, prepared from the 
undiluted distillate. 

The 10% tar elicited only a mild fol- 
lieular thickening in a few subjects. 
Comedones and inflammatory pap- 
ules developed readily with the re- 
maining concentrations. An acute ir- 
ritant dermatitis was provoked by the 
70% concentration; 50% was moder- 
ately irritating in some subjects also. 
Inflammatory reactions, however, did 
not interfere with comedo formation. 

Comparison of White and Black Sub- 
jects.-The previously mentioned 
probing studies suggested that racial 
differences might be quite important. 
Twelve white and 12 black subjects 


Arch Dermatol/Vol 109, Feb 1974 








Fig 2.—Various-sized comedones in 
black subject at three weeks. Note ab- 
sence of inflammatory component. 
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Fig 4.—Well-developed comedo after 
three weeks in black subject. Follicular 
epithelium is hyperplastic and lumen is 
distended with horny material. Sebaceous 
glands have undergone marked involution 
(hematoxylin-eosin, original magnification 
x 69). 


were studied. The tar distillate was 
applied at 25% and 50% concentra- 
tions. 

Whites and blacks differed strik- 
ingly in their responses. While the 
number of follicular lesions was about 
the same, the eruption took on a quite 
different form. In whites, the re- 
sponse was primarily inflammatory. 
Multiple papules and papulopustules 
developed, sometimes as early as ten 
days reaching a peak in about three 
weeks (Fig 1). The inflammatory 
characteristic abated over the next 
two to three weeks, to be replaced by 
small open comedones. In blacks, an 
inflammatory phase was largely ab- 
sent; instead, small open comedones 
began to appear after 14 days and 
were obvious by the end of the treat- 
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Fig 3.—Open comedo in black subject 
after three weeks. There is no sign of 
inflammation and bacteria are absent 
(hematoxylin-eosin, original magnification 
x 100). 


ment period. Then these enlarged to 
form deeply pigmented horny masses 
protruding through the follicular ori- 
fices (Fig 2). It is important to em- 
phasize that the first visible lesions 
were open, not closed, comedones. 
With both concentrations, in black 
and white subjects, every follicle in 
reactors showed some involvement, 
though to very different degrees. The 
higher concentration provoked larger, 
more intense lesions, which also ap- 
peared earlier. The 5096 concentration 
was irritating to some white subjects 
but to none of the blacks. A few sub- 
jects in each group were resistant to 
both concentrations. 

Histologic Findings.—The following 
description applies to the 25% concen- 
tration of the coal tar distillate. With 
50%, the responses were the same but 
of greater magnitude. 

In all, 18 specimens from black and 
15 from white subjects were exam- 
ined histologically. 

In black subjects, there was already 
modest hyperplasia of the follicular 
epithelium after seven days. The epi- 
dermis was unchanged, and signs of 
inflammation were absent in the der- 
mis. After two weeks, follicular hy- 
perkeratosis was quite obvious with 
dense horny material collecting in the 
lumen. Some hyperkeratosis was also 
evident in the sebaceous ducts. The 


epidermis had become  acanthotic 


with some thickening of the horny 
layer. Sporadic vessels in the upper 
dermis were surrounded by a mild 
mononuclear infiltrate, bearing evi- 
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dence òf slight inflammation. By 
three weeks, the lumen was distended 
with solid horny material (Fig 3). 
This was not always accompanied by 
thinning of the follicular epithelium; 
the latter was in fact often thickened. 
The follieular orifice was dilated by 
the horny mass, although the width of 
the comedo was greater below. Every 
sebaceous follicle was involved. Every 
epithelial structure exhibited exces- 
sive formation of cohesive horny ma- 
terial, the epidermis, the  acro- 
syringium, the sebaceous ducts, and 
even the tiny vellus hair follicles. 
With the 50% concentration, a mild 
perivascular mononuclear infiltrate 
- was often present; otherwise, signs of 
inflammation were minimal through- 
out the period of observation. 

Over the next few weeks, the horny 
material expanded still further; the 
follieular epithelium was nonetheless 
hyperplastic. By this stage, hyper- 
keratosis was prominent in the se- 
baceous ducts, and there was clear 
evidence of involution of the se- 
baceous glands (Fig 4). Sebaceous 
gland atrophy amounted to perhaps 
75% in follicles bearing the largest 
comedones. 

A particularly noteworthy finding 
during the formation of the come- 
dones was the conspicuous absence of 
bacterial masses within the horny 
material. An occasional follicle 
showed a small number of Gram-posi- 
tive rod-shaped organisms typical of 
Corynebacterium acnes. | 

In white subjects, by one week, 
there were foci of degenerating cells 
in the follicular epithelium with occa- 
sional spongiotic areas. Clumps of dy- 
ing cells were sometimes cast off into 
the lumen. This was interpreted as a 
toxic response (Fig 5). By two weeks, 
follicular hyperplasia had developed 
with beginning hyperkeratosis. In 
places, neutrophils were migrating 
through the spongiotic epithelium 
and collecting in small pools within 
the lumen (Fig 6). The epidermis was 
acanthotic but spongiosis and exocy- 
tosis were absent. A mild to moderate 
mononuclear cell infiltrate was pres- 
ent around some superficial vessels. 
By three weeks, hyperkeratosis of the 
epidermis, follicles, and sebaceous 
ducts was prominent. Some follicles 
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subject after one week with evidence of 


early hyperkeratosis. Follicle contains 


masses of C acnes in horny matrix, which 
will be killed by toxic substances in tar 
later (hematoxylin-eosin, original magnifi- 
cation x 130). 





Fig 6.—Intrusion of neutrophils through 
follicular epithelium of white subject after 
14 days. Intrafollicular abscess is develop- 
ing around incipient comedo (hematoxy- 
lin-eosin, original magnification Xx 160). 


were by now frankly disrupted with 
decomposition of various segments of 
the epithelium. Through these gaps 
poured masses of neutrophils to form 
intrafollicular and perifollicular ab- 
scesses. These were limited in size 
and did not extend much beyond the 
point of rupture. Meanwhile, horny 
material continued to accumulate; the 
dermal abscess was reencapsulated 
by epithelium. Within a few weeks, 
the picture was that of an open come- 
don with practically no signs of in- 


flammation. Again, bacteria were 
conspicuously absent. Well-formed 
open comedones were surrounded by 
a thickened epithelial wall that was 
accompanied by partial regression of 
the sebaceous glands. 


Comment 


The continuous occlusive appli- 
cation of 25% crude coal tar or coal tar 
distillate to the back for three weeks 
induced an acneiform eruption whose 
characteristics were singularly de- 
pendent on race, inflammatory in the 
white and purely comedonal in the 
black. 

This model provides, with only 
slight discomfort to the volunteer, op- 
portunities to investigate various 
agents that might influence the de- 
velopment or suppression of lesions. 
Therapeutic agents that promote res- 
olution of inflammatory lesions or ex- 
pulsion of comedones can be assessed 
under rigorous conditions; it is advan- 
tageous that the lesions are numerous 
and of the same quality. 

Certain observations made in this 
study shed light on the pathogenesis 
of the natural disease. For example, it 
was noteworthy that tar comedones 
never ruptured to create the papulo- 
pustules so typical of acne vulgaris. 
The likely explanation is that the vir- 
tual absence of C acnes is undoubt- 
edly due to bacteriostatic substances 
in the tar. In acne vulgaris, the C 
acnes population expands enormously 
as soon as the horny impaction begins 
to form. Huge quantities congregate 
in every open and closed comedo, es- 
pecially the latter While the quan- 
tity of anaerobes can only be ascer- 
tained by cultural methods, the 
virtual absence of stainable bacte- 
ria in tar comedones and the dense 
colonies in every single acne vulgaris 
comedo makes histologic distinctions 
reliable. 

Similarly, comedones that are pro- 
voked in the ear canal of the rabbit 
by such benign substances as cocoa 
butter and olive oil never become in- 
flamed. Bacteria do not take up resi- 
dence in these follicles. Corynebacte- 
rium acnes apparently produces 
products that either damage the epi- 
thelium directly or acts on substrates 
within the follicle to create irritating 
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substances, free fatty acids for ex- 
ample. 

Finally, because low doses of tet- 
Facycline are so beneficial in the 
treatment of acne,’ its mode of action 
has come into question. We found; 
however, that low doses do ade- 
quately suppress C acnes and validate 
a pathogenic role for that organism. 

This study clearly demonstrated ra- 
cial differences in follicular reactivity. 
The follicles of white subjects re- 
sponded early with rupture of the 
wall and an outpouring of follicular 
contents into the dermis, leading to 
an inflammatory papule. This was 
attributed to the cytotoxicity of 
the tar. Hyperkeratosis became pro- 
nounced later. In blacks, the first re- 
sponse was a proliferative one with 
excessive production and retention of 
coherent horny cells. The "fragility" 
of follicles in the white subject goes 
along with the clinical observation 
that the more severe manifestations 
of inflammatory acne are much more 
common in whites. Wilkins and 
Voorhees® have reported a consid- 
erably lower incidence of nodulocystic 
acne among blacks. Pomade acne” in 
blacks is also principally a nonin- 
flammatory comedonal disease. In 
blacks, the sebaceous follicles are 
evidently sturdier and more likely to 
respond by hyperkeratosis than by 
disintegration. It is well established 
that black skin in general is more re- 
sistant to primary irritants." 

Clinicians appreciate that follicular 
reactions of all kinds tend to be more 
prominent in Negroes. Certain condi- 
tions, such as dermatophytids, neuro- 
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dermatitis, and drug eruptions, com- 
monly showed a follicular localization 
in black patients. 

It also became evident that individ- 
ual susceptibility plays an influential 
role in the response of the follicle to 
comedogenic stimuli. Thus, a minor 
proportion of subjects of both races 
failed to react at all, even to the 50% 
concentration. Higher concentrations 
merely evoked a primary irritant 
type of dermatitis. We conjecture 
that individuals with larger follicles 
and oilier skins are probably the ones 
most able to react vigorously to acne- 
gens. Previously, applications of ac- 
negens produced comedones more 
readily in subjects with past histories 
and scars of acne.’” 

Coal tar comedones differ in one 
very important and instructive way 
from those of acne vulgaris. In the lat- 
ter, the first lesion is a closed comedo, 
a follicle distended with horny mate- 
rial but with a tiny, microscopic ori- 
fice. This comes about because the in- 
fundibular portion is really part of 
the epidermis and does not partici- 
pate in the hyperkeratosis, Later, the 
expanding mass of horny material di- 
lates the orifice like a bougie. By con- 
trast, coal tar stimulates retention 
hyperkeratosis in the epidermis as 
well as the follicles. In consequence, 
the infundibulum dilates from the 
very start, bypassing the closed 
comedo stage. 

A word is in order regarding 
chloronaphthalene-acne described by 
Shelley and Kligman.* They too found 
no bacteria in the affected follicles. In 
spite of that, very inflammatory and 


persistent lesions developed. The ex- 


planation is that chloronaphthalenes: 


are extremely toxic and irritating 
substances. As these accumulate in 
the pilosebaceous structures, they 
cause early necrosis of the follicular 
wall and escape into the dermis where 
they excite far-flung abscesses that 
heal with scars. 
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Butylated Hydroxytoluene as 


Barry Bentley-Phillips, MD, Margaret A. H. Bayles, MB, ChB, Durban, South Africa 


The possible skin lightening properties 
of butylated hydroxytoluene were investi- 
gated by patch testing and a normal us- 
age test on black-skinned volunteers. No 
evidence of depigmentation was observed 
in this series. 


xe quantities of "skin lighten- 
ers" are sold in South Africa 
where they are used for "improve- 
ment" of appearance that results in 
the elevation of social status. Until 
1973, the mercurials were popular 
preparations, but they have now been 
banned following the recognition 
that they cause a nephrotoxic reac- 
tion due to the absorption of mercury 
through the skin. Hydroquinone re- 
mains the major skin lightening 
agent and is incorporated in numer- 
ous creams and lotions, usually in the 
concentration of 396 to 7%. Some man- 
ufacturers, however, stil use the 
monobenzyl ether of hydroquinone. 
The preparations containing hydro- 
quinone have the disadvantage of 
producing frequent sensitivity reac- 
tions in the form of contact derma- 
titis followed by postinflammatory 
hyperpigmentation. Many such cases 
are seen in our outpatient clinics. 
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The actual depigmenting effect of 
hydroquinone is slight, and we are 
of the opinion that the lightening ef- 
fect exists more in the mind of the pa- 
tient than in the skin. However, the 
"smoothening," as ıt is termed by the 
Africans, is undoubtedly due to the 
emollient properties of the bases and 
is highly prized by both male and fe- 
male purchasers. 

The search for an effective and non- 
irritating chemical agent capable of 
inducing cutaneous depigmentation 
has been unsuccessful over the years, 
and a comprehensive review of 33 dif- 
ferent chemicals by Bleehan et al' il- 
lustrates the problem. Vollum? re- 
ported two cases of hypomelanosis in 
Negro children, which she attributed 
to butylated hydroxytoluene (BHT) 
that was incorporated in the polyeth- 
ylene film (Polythene); the children, 
suffering from eczema and psoriasis, 
respectively, had been treated with 
topically applied steroids under poly- 
ethylene film occlusion. Butylated hy- 
droxytoluene is an antioxidant that is 
used not only in industry but also in 
the manufacture of edible fats, par- 
ticularly margarine. Having access to 
a food additive containing BHT, we 
decided to assess the skin lightening 
properties of BHT by testing its ef- 
fect on the normal black skin of Afri- 
cans. 


Materials and Methods 


Food Additive.—the food additive con- 
tained 20% BHT and 18% Butylated Hy- 
droxyanisole in edible oil. 
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Test Materials.—Creams containing 0.5% 
and 3% concentrations of BHT were pre- 
pared, using as a base an innocuous 
proprietary cosmetic cream (consisting of 
stearic acid, 0.02%; ammonia (25%), 1.35%; 
zinc oxide, 1.3595 glycerin, 4.33%; and 
aqua, ad 100.00%). 

Volunteers.—A randomly chosen group of 
50 black factory workers consisting of 36 
women and 14 men was tested in two tri- 
als: (1) 48-hour closed patch tests and (2) 
normal usage tests. 

Patch-tests.—Prepared patch tests were 
applied to the backs of the volunteers, re- 
moved after 48 hours, and any reactions 
were noted. The tested areas were reexam- 
ined seven days later for delayed reac- 
tions. Patch tests of the cream base were 
also performed. 

Normal Usage Tests.—Fifteen black men 
were tested. The 3% BHT was rubbed into 
an area approximately 5 cm in diameter on 
the right side of the back for 30 seconds 
every morning and evening; the left side of 
the back served as a control area. The du- 
ration of the test was limited to seven 
weeks; after seven weeks, the volunteers 
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were tired of the routine, and several of 
them were complaining of skin irritation. 


Results 


Patch Tests.—The total number of 
subjects tested was 50. There were 
negative reactions in 41 cases and 
positive reactions in nine cases 
(Table). The patch tests of the cream 
base were negative. 

The positive reactions were all 
mild, consisting of slight erythema 
and desquamation. Since a 48-hour 
patch test is a comparatively severe 
one, we concluded that the mild posi- 
tive reactions that were obtained 
were unimportant and so proceeded 
to the normal usage test. 

Normal Usage Test.—In no case was 
there any evidence of skin lightening. 
The results were assessed by our- 
selves, the volunteers, and several im- 
partial observers. Photography also 
failed to detect any color changes. 


T wo volunteers suffered adverse re- 
actions. One volunteer developed a 
mild erythema and folliculitis in the 
tested area after five weeks. The 
other volunteer had a more severe re- 
action after six weeks; he developed 
erythema and desquamation that 
closely resembled the characteristic 
lesions of pityriasis rosea, but this 
eruption was entirely limited to the 
treated area. In these two cases, there 
was neither hypopigmentation nor 
hyperpigmentation. 


Comment 


We observed no evidence of any 
skin lightening in the 100 areas that 
had been patch tested and no color 
change after seven weeks of normal 
usage. There were nine cases of mild 
contact dermatitis in the patch tested 
volunteers and two such cases in the 
volunteers who underwent normal us- 
age tests. We concluded that BHT 
had shown no lightening properties 
on the normal black skin of the Afri- 
cans in our series. 


Michael Mc Connell (Hubers Limited) supplied 
the BHT, prepared the creams, and organized 
the volunteers. 
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Spongiotic Simulants of 


Mycosis Fungoides 


A. Bernard Ackerman, MD; Thomas S. Breza, MD; Lewis Capland, MD, New York 


Eruptions of spongiotic foci with atypi- 
cal mononuclear cells can be misdiag- 
nosed as being Pautrier microabscesses, 
with resultant mismanagement of the pa- 
tient’s condition. 


uring the past four years, we 
have seen several spongiotic 
dermatitides, most commonly allergic 
contact dermatitis, that could not be 
distinguished histologically from my- 
cosis fungoides. This observation is 
consonant with the concept that mi- 
croscopic structure does not always 
parallel biologic behavior. Two repre- 
sentative cases of spongiotic simu- 
lants of mycosis fungoides are the 
subject of this report. 


Report of Cases 


CASE 1.—A 35-year-old black woman had 
a pruritic eruption of two weeks’ duration 
that was confined to the arms. Physical ex- 
amination showed hundreds of slightly er- 
ythematous follicular papules. The biopsy 
specimen showed a dense, predominantly 
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lymphohistiocytic infiltrate around the 
blood vessels of the superficial and deep 
plexuses; the infiltrate partly obscured the 
dermoepidermal interface (Fig 1). There 
were lymphocytes and histiocytes, some 
being atypical, within the epidermal and 
trichilemmal spongiotic foci (Fig 2). The 
biopsy findings suggested a diagnosis of 
possible mycosis fungoides. 

The patient was admitted to the hospital 
and a complete work-up for malignant lym- 
phoma revealed no abnormalities. Because 
the eruption persisted, a second biopsy was 
performed three months later, and it 
showed the same histologic findings as 
were seen in the first specimen. 

During this period, the patient received 
no topical or systemic therapy, and within 
four months the eruption cleared sponta- 
neously. She has been free of skin and 
other diseases during the intervening 
three years. 

CASE 2.—A 34-year-old black woman had 
an eruption of three weeks' duration that 
was confined to the right shoulder and to 
the left flank. The eruption consisted of er- 
ythematous, edematous papules; plaques; 
tiny, scaly collarettes; and postinflam- 
matory hyperpigmentation in linear ar- 
ray. The clinical diagnosis was neurotic 
excoriations and lichen simplex chronicus, 
possibly secondary to contact dermatitis. 
A biopsy specimen showed a moderately 
dense superficial perivascular lymphohis- 
tiocytic infiltrate with spongiotic foci, 
within which there were large and atypical 
histiocytic cells (Fig 3 and 4). The histo- 
logie diagnosis was possible mycosis fun- 
goides. 


Mycosis Fungoides Simulants/Ackerman et al 





,. 


HAS 





. 
eA 


Because of the biopsy findings, the pa- 
tient was admitted to the hospital for a 
complete work-up. No evidence of malig- 
nant lymphoma was found. A battery of 
patch tests was negative. A second biopsy, 


performed in the hospital, revealed 
changes similar to those in the original 
specimen. 


The patient's condition was managed 
with a regimen of petrolatum applied to 
one half of her lesions and 0.1% tri- 
amcinolone acetonide ointment (Kenalog) 
applied to the other half. All lesions, except 
those in the areas of hyperpigmentation, 
cleared within one week. There has been 
no recurrence of the eruption in the en- 
suing six months. 


Comment 


Mononuclear cell infiltrates in the 
skin that mimic malignant lymphoma 
histologically, yet behave in a wholly 
benign way biologically, have been 
described by a variety of designa- 
tions, including pseudolymphoma, 
Spiegler-Fendt sarcoid, lymphocy- 
toma cutis, and lymphadenosis be- 
nigna cutis.** In addition, it is known 
that long-standing arthropod-bite re- 
actions can resemble malignant lym- 
phoma histologically.’ In the past five 
years, there have been several reports 
of pityriasis lichenoides et vari- 
oliformis acuta (Mucha-Habermann 
disease)" that mimicked mycosis 
fungoides histologically. The descrip- 
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tion of lymphomatoid papulosis by 
Macaulay in 1968° was the most re- 
cent contribution to the category of 
pseudolymphoma. Only a careful clin- 
ical follow-up over many years will 
enable proper judgment about the 
biologic behavior of lymphomatoid 
papulosis and whether it is a pseu- 
dolymphoma or an authentic lym- 
phoma. 

Reports about spongiotic dermatit- 
ides that simulate malignant lym- 
phoma are rare. Superb illustrations 
of this phenomenon can be seen in 
Fig 7 to 40 of the textbook Dermal 
Pathology. The illustrations show 
typical Pautrier abscesses that are 
contiguous to hyphae found in a 
biopsy specimen obtained from a pa- 
tient with dermatophytosis. In our 
two cases, the eruptions also did not 
resemble mycosis fungoides clinically, 
but could not be distinguished from it 
histologically. In both cases, intraepi- 
dermal collections of mononuclear 
cells were identical to Pautrier micro- 
abscesses. What do the atypical mono- 
nuclear cells within these spongiotic 
foci represent? One possibility is that 
they are lymphoblasts. In allergic 
contact dermatitis, antigen-recogniz- 
ing lymphocytes may be stimulated 
by antigen to undergo transforma- 
tion into blast cells. It may be diffi- 


Fig 1.—Intraepithelial spongiotic foci 
containing atypical mononucléar cells 


from patient with presumably contact der- 


matitis (case 1) (original magnification 
x 209). 


Fig 2.—Spongiotic simulant of Pautrier 
microabscess (case 1) (original magnifi- 
cation x 670). 





cult, perhaps impossible, to make a 
histologic distinction between 
spongiotic dermatitis with atypical 
mononuclear cells and mycosis fun- 
goides. Examination of multiple 
biopsy speciments that are obtained 
over an extended period of time may 
provide a basis for a more valid histo- 
logic judgment. A more important 
factor is careful, extended clinical fol- 
low-up. One of our patients received 
no therapy whatever; the other pa- 
tient applied placebo to one half of 
her lesions. The clinical appearance of 
the lesions, their complete resolution 
in the absence of specific therapy, and 
their failure to recur suggests, but 
does not prove, benignity. 

There is a tendency for the histo- 
pathologist to overdiagnose “mycosis 
fungoides.” The patient whose condi- 
tion has been misdiagnosed as my- 
cosis fungoides may be subjected to 
unnecessary and potentially injurious 
treatment, as well as to the emotional 
burden of living with a potentially le- 
thal disease. 

The diagnosis of mycosis fungoides 
will inevitably become apparent in 
time. Because no panacea has yet 
been demonstrated for mycosis fun- 
goides, there is no urgency for a hasty 
diagnosis or overly enthusiastic ther- 


apy. 
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- Is Hair Dyed With 


Para-phenylenediamine Allergenic? 


Frederick Reiss, MD, Alexander A. Fisher, MD, New York 


Twenty individuals who had suffered 
from allergic contact dermatitis from p- 
phenylenediamine and had had strongly 
positive patch test reactions to this dye 
were recalled for patch testing with hair 
that had been dyed 24 hours previously 
with p-phenylenediamine. The patch test 
procedure was repeated in three weeks. 

None of the 20 p-phenylenediamine- 
sensitive individuals showed any reaction 
to the dyed hair, either after 48 hours or at 
the end of three weeks. 

p-Phenylenediamine-sensitive individ- 
uals can come in intimate contact with 
hair and furs colored with this dye without 
risking dermatitis since the oxidized p- 
phenylenediamine is not allergenic. This 
fact is of importance to p-phenylenedia- 
mine-sensitive individuals who are hair 
dressers and beauticians who may be ex- 
posed to hair colored with this dye. 


e key ingredient used in the 

United States for "permanent" 
or oxidation hair coloring is p-phenyl- 
enediamine. Such coloring is based on 
the formation of colored compounds 
in the hair by the oxidation of certain 
organic diamines and aminophenols 
in the presence of an alkali, usually 
ammonia.' 

Originally, the oxidation dyes were 
rather simple preparations utilizing 
dye-forming compounds that had ear- 
lier been developed as fur dyes. Mod- 
ern oxidation dye formulations con- 
tain, in addition, other color-forming 
intermediates, color modifiers, anti- 
oxidants, and hair conditioners as 
well as base constituents (eg, thick- 
eners, foaming agents, stabilizers) to 
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impart the desired physical form to 
the vehicle. 

The reactive ingredients penetrate 
the cortex of the hair, where the col- 
ored compounds (insoluble materials 
of higher molecular weight) are 
formed. Color development is com- 
plete in 15 to 30 minutes. The dyeing 
is permanent, since the colored com- 
pounds are "fixed" in the cortex and 
are not removed by shampooing. Be- 
cause the cuticle of the hair remains 
unaffected by the dye, the hair re- 
tains its luster and looks “natural.’” 

As Klarmann‘ points out, p-phenyl- 
enediamine is a dye intermediate 
that, on application to the hair with 
concomitant oxidation, produces a 
permanent color. This type of prepa- 
ration is usually packaged in two con- 
tainers, one holding the intermediate 
mixture and the other an oxidizing 
agent, such as hydrogen peroxide or 
sodium perborate. The basic sub- 
stance must be capable of changing 
to a quinonoid structure as a result of 
oxidation. 

The chemistry of the oxidation dye 
process has been shown to involve 
oxidation of the p-phenylenediamine 
to p-benzoquinone diamine, which is 
the reactive intermediate capable of 
forming dyes by reaction with the 
various coupling agents, as shown in 
the Figure. The coupling reactions 
have been shown to be very rapid, 
and it may be asserted that no appre- 
ciable buildup of the concentration of 
the diamine occurs during the pro- 
cess. 

There are experimental data in 
support of the hypothesis that oxida- 
tion products of p-phenylenediamine, 
rather than the chemical itself, are 
involved in sensitization reactions. 
The view has been expressed that qui- 
nonediamine can serve as a coupling 
component to link with epidermal 
proteins, which are thereby converted 


into antigens.* 

The allergenic or sensitizing poten- 
tial of hair dyes of this type appar- 
ently resides in the p-phenylenedia- 
mine or its oxidation products alone 
and not in the additives present. This 
applies also to related dyeing agents : 
like p-toluenediamine and methyl p- 
aminophenol. 

In response to the query we sent to 
the Committee on Cutaneous Health 
and Cosmeties of the American Medi- 
eal Association, in 1969, it stated: "A 
conservative estimate of allergic der- 
matitis due to p-phenylenediamine 
would be one reaction in 50,000 appli- 
cations of p-phenylenediamine as a 
hair dye, and probably even less." In 
1972, the North American Contact 
Dermatitis Research Group, did a 
study on 1,200 patients from ten 
cities with contact dermatitis. They 
reported that patch testing with a 
"routine" series of common contac- 
tants yielded an “8% reactivity to p- 
phenylenediamine in this selected 
group of patients." There was also 
“8% reactivity" to potassium dichro- 
mate, ethylenediamine, and merthio- 
late and “11% reactivity" to nickel. 
Many of these reactions were said to 
have been weak. 

One of us (A.A.F.)) in a recent 
study,** showed that weakly positive 
patch test reactions to p-phenylene- 
diamine are not clinically significant. 
It was found that many patients with 
such weak reactions, although their 
sensitivity persists indefinitely, could 
continue to dye their hair with p- 
phenylenediamine without suffering 
dermatitis or an increase in patch 
test reactivity. 

We now come to the question of 
whether individuals sensitive to p- 
phenylenediamine can suffer episodes 
of allergic dermatitis simply from 
contact with hair dyed with prepara- 
tions containing p-phenylenediamine 
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Chemical changes taking place in oxidation processes of hair dye containing 


p-phenylenediamine. 


without participating in the dyeing 
procedure. 

Some beauticians who have become 
sensitized to p-phenylenediamine are 
reluctant to dress hair that has been 
dyed by others, days, weeks, or even 
months before, for fear of suffering 
episodes of allergic dermatitis. On oc- 
casion, patients with acute allergic 
dermatitis from a hair dye have been 
advised to remove the dyed hair lest 
it become a continuing cause of the 
dermatitis. 

It has long been common derma- 
tologic expeience that dyed hair in an 
individual who has become sensitized 
and suffers allergic dermatitis recov- 
ers quickly undez treatment. Chronic 
dermatitis does not result from the 
dyed hair. Nevertheless, to allay fears 
expressed by some persons exposed 
often to dyed hair and to settle the 
point definitively, we patch tested in- 
dividuals with p-phenylenediamine- 
dyed hair who were strongly sensitive 
to p-phenylenediamine. 


Methods 


Twenty individuals (19 women and one 
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man) known to have strongly positive 
patch test reactions to p-phenylenediamine 
were tested with p-phenylenediamine-dyed 
hair. Two of the women and the man were 
hair dressers. 

Each sensitive subject was patch tested 
with hair that had been dyed 24 hours pre- 
viously with two commercial hair dyes con- 
taining p-phenylenediamine (Miss Clairol 
Creme Formula Shade #52 (Black Azure) 
and Miss Clairol Creme Formula #30 (Flax- 
en Blonde). The patch test procedure was 
repeated after three weeks. 

The tests were performed by moistening 
the dyed hair with water and placing the 
hair under a closed patch on the back. The 
patches were left in place for 48 hours, 
then removed and read. 

None of the 20 p-phenylenediamine-sen- 
sitive individuals showed any reactions to 
the dyed hair, either after the initial test 
or after the second reading at the end of 
three weeks. 


Comment 


It is clear that the skin of p-phenyl- 
enediamine-sensitive individuals 
does not react under a closed patch 
test to hair recently dyed with p- 
phenylenediamine. There seems, 
therefore, to be no hazard to hair 
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dressers from p-phenylenediamine- 
dyed hair if they do not participate in 
the dyeing by using their bare hands. 
It has been our experience that hair 
dressers with allergic sensitization to 
p-phenylenediamine can dye clients’ 
hair without difficulty, providing they 
wear rubber or plastic gloves. It 
should be noted that many hair dress- 
ers who are not allergic to hair dyes 
wear gloves to prevent the discol- 
oration of their hands. 

By way of confirmation, the p- 
phenylenediamine-sensitive male 
hair dresser wears, with impunity, a 
toupee dyed with p-phenylenedia- 
mine, and three of the p-phenylene- 
diamine-sensitive women are able to 
wear, without any difficulty, fur coats 
dyed with p-phenylenediamine. 

It appears that modern formula- 
tions for dyeing hair with p-phenyl- 
enediamine result in colored products 
so completely oxidized or fixed that 
the dyed hair is not allergenic. 


Conclusion 


p-Phenylenediamine-sensitive indi- 
viduals can come in close contact with 
hair and furs colored with this dye 
without risking dermatitis, since the 
oxidized p-phenylenediamine is not 
allergenic. This fact is of importance 
to p-phenylenediamine-sensitive indi- 
viduals, such as hair dressers and 
beauticians, who may be exposed oc- 
cupationally to hair colored with this 
dye. 
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Surface Microtopography 


of Normal Human Skin 


F. Charles Tring, MA, MD, Lyndon B. Murgatroyd, FIMLT, 


Sheffield, England 


Very easily prepared adhesive slides 
have been used to obtain surface layer 
biopsy specimens from different anatomi- 
cal sites. Cutaneous patterns are com- 
posed of very fine lines intersecting to 
form consistent geometric characters. 
Particular anatomical regions present a 
primary pattern that is generally typical 
for that region, while different anatomical 
regions show different skin patterns. The 
technique is simple and repeatable and 
provides a method for the study of modi- 
fications in cutaneous microtopography 
induced by age and disease. 


he value of a microscopic exam- 
ination of the structure of the 
skin surface both in health and dis- 
ease is an indispensable aid to der- 
matology, even though conventional 
techniques of histologic study and di- 
rect microscopy in situ have long been 
recognized as inadequate in showing 
features of normal and pathologic 
skin surface structures.’ 

In the past, various methods have 
been used in attempts to observe the 
topography of the skin surface. Some 
of the early studies involved low- 
power microscopic examination of 
epidermis from a macerated fetus.’ 
Other methods used moderately en- 
larged photographs of the cutaneous 
surface* or "dermatograms" usually 


prepared as impressions from skin 
coated with printer's ink." However, 
none of these methods was able to 
provide an adequately enlarged im- 
age of the skin's surface detail, and, 
consequently, they were eventually 
replaced by a technique suitable for 
skin replication. A breakthrough 
came when Sampson’ described a 
method for replicating both dry and 
moist surfaces. This method was later 
successfully adapted to produce clear 
replicas and show exceptional detail 
of the skin surface; Replication 
methods involve taking a primary im- 
pression of the skin surface and using 
this to form secondary transparent 
replicas, but replicating media are 
generally colorless as well as trans- 
parent so that replicas vary only re- 
fractively and will therefore lack con- 
trast. Facq et al* described a method 
to overcome this disadvantage by the 
use of oblique metal shadowing, but 
its usefulness was limited because of 
certain critical manipulations in- 
volved in the process. 

Following the introduction of a 
method for stripping the skin surface 
with adhesive tape,” Goldschmidt 
and Kligman" described a simplified 
"sticky" slide technique for the re- 
moval of thin layers of stratum cor- 
neum. This method has been used re- 
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Fig 1.—Typical abdominal skin pattern from biopsy specimen of either side of rectus 
muscle ( x 12). 





Fig 2.—Typical skin pattern of lateral surface of mid-thigh ( x 12). 
Fig 3.—Typical skin pattern of medial surface of mid-thigh ( x 12). 





cently by Goldschmidt and Thew'* to 
study cytologic changes in psoriasis 
and other common dermatoses, but it 
can be easily adapted for observing 
the microtopography of skin surfaces. 


Materials and Methods 


Adhesive slides were prepared by a pre- 
viously described method for skin surface 
biopsy. A glass microscope slide was cov- 
ered with a thin uniform film of a cy- 
anoacrylate adhesive (Permabond). The 
sticky slide was applied to the selected skin 
site and held in situ for about a minute. 
This particular adhesive polymerizes rap- 
idly into a transparent film with a similar 
refractive index to glass. The whole pro- 
cess was accelerated by gentle warmth, 
light pressure, and moisture and produced 
a strong bond to the cutaneous surface. On 
removing the slide, a thin continuous layer 
of adherent stratum corneum was stripped 
but retained the "fixed" topography and 
pattern of the particular anatomical re- 
gion. The skin-coated slide was placed 
directly in a photographic enlarger and 
transilluminated onto a photographic 
plate. A magnification of x 12 appeared to 
be optimal. 

A group of 60 European students, con- 
sisting of 40 men and 20 women, between 
the ages of 19 and 25 years, were surveyed. 
The anatomical regions examined included 
the flexor aspect of the forearm, the me- 
dial surface of the arm, the mid-anterior 
abdominal regions, the buttocks, the me- 
dial and lateral surfaces of the mid-thigh, 
and the mid-calf. The horny cell-coated 
slides obtained by this method were also 
suitable for cytologic examination, a proce 
dure that could be carried out after transil- 
lumination of the slides. 


Results 


Cutaneous surface topography con- 
sisted of patterns made up of primary 
lines that tend to be continuous and 
parallel and intersected by diagonal 
lines so as to form primary figures 
based on quadrilaterals and triangles. 
These figures were in turn inter- 
sected by secondary lines running 
within or through them. Different an- 
atomical regions presented different 
patterns. 

The skin pattern of the mid-abdom- 
inal region (Fig 1) was composed of 
short primary lines sweeping through 
several hair follicles. Intersections by 
even shorter primary lines occurred 
through sweat gland openings rather 
than through hair follicles. Primary 
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figures were frequently subdivided by 
secondary lines to form rhomboids 
and triangles. Not surprisingly, ab- 
dominal skin patterns showed the 
most significant variations with age, 
sex, and parity. 

The lateral and medial aspects of 
the thigh showed distinctly different 
patterns. The lateral surface showed 
primary lines passing through sweat 
glands. Intersections of primary lines 
occurred at hair follicles (Fig 2) and 
produced primary figures consisting 
mainly of rhomboids and trapezoids. 
In comparison, the medial aspect of 
the thigh showed a constant finely 
woven skin pattern composed of very 
long parallel primary lines regularly 
intersected at right angles to produce 
rectangles and primary figures (Fig 
3). Long, diagonally oriented second- 
ary lines interrupted the primary fig- 
ures to produce diminutive triangles 
and rhomboids. 

The buttocks showed a densely 
woven skin pattern usually with five 
to seven short primary lines radiating 
from a focus (Fig 4). Some primary 
lines passed to the adjacent focus, 
forming a common base to the princi- 
pal triangular figures. Secondary 
lines within the principal figures pro- 
duced smaller triangular figures. 

Prominent hair follicles were the 
usual centers for radiating primary 


lines to weave the coarse skin surface' 


pattern characteristic of the calf re- 
gion (Fig 5). Many secondary lines 
subdivided the primary triangular 
figures but tertiary lines were in- 
frequent. 

The medial surface of the arm pre- 
sented a constant typical pattern. 
Very short primary lines intersected 
or were angulated at hair follicles or 
sweat glands (Fig 6). Primary figures 
could not be clearly defined because 
numerous secondary and tertiary lines 
subdivided the skin surface pattern 
into minute figures. The ventral (flex- 
or) surface of the forearm and the 
medial surface of the arm presented 
the most constant and characteristic 
skin patterns of any regional surface 
of the body. In the forearm, primary 
lines were straight and parallel. In- 
tersections occurred most frequently 
at sweat glands and formed rec- 
tangular primary figures (Fig 7). In- 
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Fig 5.—Typical skin pattern of skin of calf region ( x 12). 


Fig 6.—Typical skin pattern of medial surface of arm ( x 12). 
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side the primary figures, secondary 
lines delineated subsidiary figures, 
usually triangles, that were further 
divided by tertiary lines. 

The dorsum of the hand presented 
a specifically typical pattern. Straight 
primary lines intersected to produce a 
pattern composed of rectangles nor- 
mally larger than those from any 
other site of the body surface. With- 
in the primary figures was a distinc- 
tive cobblestone appearance. Com- 
pared with most other sites, second- 
ary lines and figures were infrequent. 

Certain anatomical regions pre- 
sented a more constant skin surface 
topography than other regions. The 
forearm and arm had the most con- 
stant patterns, while abdominal skin 
showed the greatest variations. 


Comment 


Normal cutaneous patterns appear 
to vary from one anatomical region to 
another but abrupt changes between 
characteristic regional patterns are 
not usually seen. The present investi- 
gation suggests that every area of 
skin has a characteristic distribution 
of skin patterns composed of very 
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Fig 7.—Typical skin pattern of anterior surface of forearm ( x 12). 





fine lines, although the skin patterns 
are remarkably constant for each an- 
atomical region and show a centripe- 
tal increment of fine line distribution 
on the limbs and a rostral increment 
on the trunk. Regional skin patterns 
and differences frequently become 
modified as a result of sex differences 
and development as well as age 
changes.'* 

There is also other evidence sug- 
gesting that certain cutaneous char- 
acteristics may show specificity for 
partieular anatomical regions. For ex- 
ample, there are regional differences 
in the size of stratum corneum cells? 
and in the amount and composition of 
human skin surface lipid.'* A study of 
the mierotopography of normal hu- 
man skin is germane to the under- 
standing of skin disease because most 
skin lesions start and many remain as 
small circumscribed areas frequently 
constant in size and shape, regardless 
of the nature of the disease process." 
This feature of skin disease prompted 
Whimster,'* after comparing the mo- 
saic distribution of human skin dis- 
ease with the mosaic structure of rep- 
tilian skin, to conclude that the 


microtopography of the skin may 
profoundly influence and sometimes 
even determine the distribution and 
pattern of skin eruptions. His conelu- 
sions have received support by the re- 
cent application of a replica technique 
to investigate skin with disturbed 
keratinization.'? 
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Fistula of the Dorsum of the Nose 


Martin H. Brownstein, MD; Lewis Shapiro, MD, New York and Great Neck, NY; Raymond Slevin, MD, New York 


Four new examples of fistula of the dor- 
sum of the nose were studied. The clini- 
cal appearance of a tuft of hair protruding 
from a pit on the midline of the dorsum of 
the nose is virtually pathognomonic; the 
fistula communicates with a dermoid cyst 
located in the deeper tissues. Though the 
condition is a cutaneous marker of an un- 
derlying lesion, it has been almost com- 
pletely neglected in the dermatologic lit- 
erature. 


Ac sinus may be the only 
clinical manifestation of an un- 
derlying developmental anomaly, py- 
ogenic infection, or granulomatous le- 
sion. During the past few years we 
have observed four patients with 
midline fistulas of the dorsum of the 
nose. Our purpose here is to draw at- 
tention to this distinctive condition 
that has not yet found its deserved 
place in dermatologic thinking. 
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Clinical Aspects 

All patients had a small pit on the 
midline of the dorsum of the nose. 
Two of our four patients complained 
of intermittent drainage; in three 
(Fig 1 to 3), a tuft of hairs protruded 
from the fistula; and in two, a small 
subcutaneous cystic swelling was lo- 
cated on the bridge of the nose. 

When the patients were seen, their 
ages ranged from 2 years to the fifth 
decade, though the lesions had been 
first noted at birth or during the early 
years of life. All patients were white 
males in good general health; none 
showed other important abnormal- 
ities nor gave a family history of the 
condition. 

The clinical findings in our patients 
are similar to those noted previously 
in the literature.'* The reported ratio 
of male to female patients is approxi- 
mately 3:2. The sinus may open any- 
where along the midline of the dor- 
sum of the nose from the glabella to 
the base of the columella. Multiple cu- 
taneous sinuses, familial occurrences, 
and associated anomalies have rarely 
been reported. 


Pathologic Aspects 


Fistulas of the midline of the dor- 
sum of the nose almost invariably 
eommunicate with a cyst that is usu- 


ally located posterior to the nasal 
bones, but is sometimes found in the 
nasal septum, ethmoid or sphenoid 
bones, or even attached to the dura 
mater. The cysts contain cheesy or 
oily material; their walls are com- 
posed of stratified squamous epithe- 
lium, and the association of both pilar 
structures and sebaceous glands is an 
almost constant feature (Fig 4). Some 
lesions demonstrate sweat apparatus 
in the cyst wall, but extracutaneous 
elements, such as thyroid and central 
nervous system tissues, are not found. 
The cysts are thus true dermoids.° 
Not uncommonly, the cyst wall is dis- 
rupted and replaced by granuloma 
and fibrosis. In such instances, it may 
be impossible to identify follicular 
and sebaceous elements. 

While cysts can nearly always be 
demonstrated in association with fis- 
tulas of the nose, fistulas are present 
in only about one half of patients 
with nasal dermoids. Dermoid cysts 
on other parts of the body are rarely 
associated with a cutaneous fistula. 
The sinus is lined by the same ele- 
ments found in the cyst wall. Thus, in 
addition to the usual stratified 
squamous epithelium found in most 
fistulas, pilar structures are noted 
and account for the hairs seem clini- 
cally. 
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Fig 1.—Young boy with hairs protruding 
from midline fistula on dorsum of nose. 


Fig 2.—Middle-aged man with tufts of 
hair protruding from depression on mid- 
line of dorsum of nose. 





Fig 4.—Pilosebaceous unit and hair shaft extending into lumen in patient with dermoid 


cyst communicating with midline fistula of dorsum of nose (hematoxylin-eosin, original 
magnification x 180). 


Diagnosis 


After one has been made aware of 
the clinical features of this disorder, 
the condition is recognizable at a 
glance; indeed, the finding of hairs 
protruding from the mouth of a pit on 
the midline of the dorsum of the nose 
is virtually pathognomonic. Few der- 
matologic conditions are character- 
ized by tufts of hair. Fine hairs may 
protrude from a trichofolliculoma, but 
rather than a sinus, a tumefaction is 
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present. The lesion is usually found 
on the face, it appears later in life, 
and precise localization on the mid- 
line of the dorsum of the nose is 
highly improbable. Pilonidal sinuses, 
including lesions of the finger and toe 
webs, as well as those overlying the 
sacrum, are distinguished by their 
site, onset later in life, and anam- 
nesis. 

Nevocytic nevi may appear early in 
life, occur on the dorsum of the nose, 
and contain hairs, but are usually pig- 
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Fig 3.—Hairs extending from pit on mid- 
line of nose of 27-year-old man. 


mented and protuberant; the hairs do 
not arise from a depression. Hairy 
epidermal nevus generally appears 
during adolescence and is usually 
found on the upper part of the back as 
a large barely elevated plaque. Tri- 
chostasis spinulosa frequently occurs 
on the distal portion of the nose; the 
lesions are multiple, appear later in 
life, and resemble comedones; the 
hairs are short and easily removed; 
and the diagnosis is confirmed by di- 
rect microscopic examination. Local- 
ized patches of coarse hairs may occur 
as either hamartomatous or acquired 
lesions, but rarely involve the face, 
and are not associated with fistulas. 
In addition to fistula of the dorsum 
of the nose, a number of other devel- 
opmental pits and sinuses occur on 
the head and neck. These are located 
at extranasal sites and include pre- 
auricular sinuses; pits of the lower lip; 
branchial cleft, bronchial and thyro- 
glossal duct sinuses; and rarely si- 
nuses associated with extranasal der- 
moids. Acquired lesions such as dental 
sinus and fistulas from granuloma- 
tous infections, including actinomy- 
cosis, tuberculosis, and deep fungal 
diseases, would rarely be localized on 
the midline of the dorsum of the nose 
and do not display prominent hairs. 
Transverse nasal groove is an auto- 
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somal dominant trait characterized 
by a horizontal stripe at the junction 
of the middle and lower thirds of the 
nose. It is a shallow depression rather 
than a sinus, and does not show tufts 
of protruding hairs. 

When the dermoid cyst associated 
with a nasal fistula is clinically evi- 
dent, it has to be differentiated from 
other epithelial cysts and from soft 
tissue tumors such as lipoma and neu- 
rofibroma. Infected lesions may be 
confused with pyodermas. Nasal gli- 
omas and meningoencephaloceles oc- 
cur in the midline and are present at 
birth. Therefore, correct preoperative 
diagnosis is essential. 

Roentgenographic examination of 
the skull and facial bones, including 
standard techniques and films taken 
after the injection of contrast me- 
dium, may identify defects in the na- 
sal bones caused by the associated 
subcutaneous dermoid and may out- 
line the connection between the ex- 
ternal fistula and the subjacent cyst. 


1. Crawford JK, Webster JP: Congenital der- 
moid cysts of the nose. Plast Reconstr Surg 
9:235-260, 1952. 

2. Littlewood AH: Congenital nasal dermoid 
cysts and fistulas. Plast Reconstr Surg 27:471- 
488, 1961. 
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Comment 


The pathogenesis of fistulas of the 
midline of the dorsum of the nose and 
their associated underlying cysts is 
probably related to the sequestration 
of cutaneous epithelium along the 
line of fusion of the nasal processes 
during embryologic development. The 
midline localization of the fistulas is 
quite consistent with such a theory. 
The formation of epidermoid, rather 
than dermoid, cysts following trauma 
and sequestration of cutaneous ele- 
ments in postnatal life, and the rarity 
of cutaneous sinuses in association 
with extranasal dermoids remain 
unexplained. 

The indications for therapy are the 
prevention of infection and destruc- 
tion of bone from expansion of the le- 
sion. Abscesses may form and drain 
either externally or into the nasal 
cavity, and at times osteomyelitis and 
meningitis may develop. Definitive 
therapy should be undertaken only by 
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one who is prepared to trace the le- 
sion to its base and remove it com-, 
pletely. In practice, the patients are 
usually operated on by plastic or oto- 
rhinolaryngologic surgeons. Treat- 
ment aimed only at the superficial 
aspect of the problem is doomed to 
failure, since the sinus will recur un- 
less the cyst is totally excised. The 
role of the dermatologist is largely in 
the recognition of the entity. 

In 1961, Samman’ reported the con- 
dition, noted that it had been men- 
tioned in Sutton's textbook,’ but did. 


not cite any previous reports in the . 


dermatologic literature. A search of 
the Science Citation Index to 1972 dis- 
closed no references to Samman’s ar- 
ticle, and the disorder is not indexed 
in the current English and American 
textbooks of dermatology. It is per- 


haps unexpected that such an easily |. 


recognizable skin marker has been so 
neglected by dermatologists. 
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- Effective topical steroid 


ARISTOCORTA provides triamcinolone acetonide—the fluorinated 
Steroid known for potent anti-inflammatory action. 
Paraben-free to guard against potential hypersensitivity 


So pleasant to use, 
it feels like her most 
elegant cosmetic cream. 


ARISTOCORT A in the light-textured AQUATAIN™ base is smooth to 
the touch...leaves medicated areas feeling supple and smooth. 
Because of its greater ‘slip,’ it is easy to spread; gentle to highly 
irritated lesions. 
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ARISTOCORT/ÁA TOPICALS 


DESCRIPTION: 0.1% or 0.5% Topical Cream with AQUATAIN™ 
base: 

Each gram of ARISTOCORT A contains 1 mg. (0.1%) or 5 mg. 
(0.5%) of the highly active steroid, Triamcinolone Acetonide (a 
derivativeoftriamcinolone)in AQUATAIN, a specially formulated 
base composed of ethoxylated stearyl alcohol, isopropyl palmi- 
tate, glycerin USP, sorbitol solution USP, lactic acid, 2% benzyl 
alcohol and purified water. 

AQUATAIN is a specially formulated base which provides a pro- 
tective lubricant plus two moisturizing agents to effectively re- 
tain available moisture. The base is non-staining, water- 
washable, paraben-free, spermaceti-free and has a light texture 
and consistency. 

Indications: For the treatment of steroid-responsive dermatoses. 
Contraindications: Viral skin diseases, such as varicella and vac- 
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cinia; hypersensitivity toany component (not for ophthalmic use); 
when circulation is markedly impaired. 

Warnings: Safety of use in pregnancy has not been absolutely 
established. Do not use extensively, in large amounts, or for pro- 
longed periods of time in pregnant patients. 

Precautions: If irritation develops, discontinue use and institute 
appropriate therapy. In infections, use appropriate antifungal or 
antibacterial agents; if a favorable response does not occur 
promptly, discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are treated or the 
occlusive technique is used, increased systemic absorption of 
the corticosteroid may occur; take suitable precautions. 
Adverse Reactions: (local) Burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 
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Case Reports 


Pemphigus-like Antibodies 


in Cicatricial Pemphigoid 


David L. Cram, MD; Michael R. Griffith, DDS; Kimie Fukuyama, MD, San Francisco 


Two patients with cicatricial pemphi- 
goid had antibodies in their sera directed 
to the intercellular area of epithelium. 
Their disease began with mucosal ulcera- 
tions and conjunctival lesions, which 
resulted in scarring. Direct immuno- 
fluorescence revealed bound IgG at the 
basement membrane zone of involved tis- 
sue of the eyes and mouth, but ultraviolet 
light testing failed to produce new lesions 
in normal-appearing skin. The finding of 
circulating intercellular antibodies in cic- 
atricial pemphigold could add confusion 
to its diagnosis. The relationship of this 
finding to pemphigus, bullous pemphi- 
goid and to skin conditions producing 
pemphigus-like antibodies is considered. 


icatricial pemphigoid (benign 
mucous membrane pemphigoid) 

is a relatively rare, chronic, blistering 
disease that affects primarily the mu- 
cosa of the mouth and eyes. The ear- 
lier descriptions of this disease, 
formerly called ocular pemphigus, 
stressed the eye changes, which start 
as conjunctivitis and progress to es- 
sential shrinkage and permanent 
scarring of the conjunctiva.” Bullae 
of the skin occur in about one third of 
the patients, and the disease can also 
involve the mucosa of the nose, 
pharynx, larynx, anus, and genitalia.’ 
The histologic feature of the lesions is 
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a subepidermal bulla indistinguish- 
able from that found in bullous pem- 
phigoid.* 

Immunological findings in patients 
with cicatricial pemphigoid are still 
not completely resolved. Initially, pa- 
tients with this bullous disease were 
thought to demonstrate no circulat- 
ing or in vivo bound autoantibodies 
like those found in bullous pemphi- 
goid. Bean and associates? were the 
first to report the finding of in vivo 
bound IgG at the basement mem- 
brane zone of the conjunctiva, in the 
buccal mucosa, and in the skin of four 
patients with cicatricial pemphigoid. 
In sera studied from three of these 
patients, no circulating antibodies di- 
rected to the epidermal components 
were detected. Recently Holubar and 
associates" also found positive direct 
basement membrane zone immuno- 
fluorescence without circulating anti- 
bodies in five cases of cicatricial pem- 
phigoid. 

Dabelsteen and associates’ used a 
sensitive double-layer immunofluo- 
rescent staining technique, and they 
reported that they found basement 
membrane zone antibodies in the sera 
of six patients with "benign mucous 
membrane . pemphigoid." However, 
we did not find such antibodies when 
we used the same technique in our 
own study of 12 patients with cicatri- 
cial pemphigoid.* 

We have recently observed two pa- 
tients with clinical and direct immu- 
nohistochemical features of cicatricial 
pemphigoid in whom indirect immu- 


nofluorescence revealed a circulating . _ 


antibody directed to the intercellular 
area of epithelium. This is the report 
of our evaluation of these two pa- 
tients. 


Immunohistochemical Methods 


Tissues of skin, oral mucosa, and 
conjunctiva were obtained by biopsy 
for direct immunofluorescent studies 
(DIF), frozen in liquid nitrogen, and 
stored at —70 C. The frozen sections, 
cut with a cryostat at —20 C, were 
washed with phosphate-buffered sa- 
line (PBS) and incubated with diluted 
(1:10) commercially available fluores- 
cein isothiocyanate conjugated goat 
antihuman IgG and complement (C.). 
(The use of a dilution of 1:10 was de- 
termined qualitatively by testing sev- 
eral known positive pemphigus and 
bullous pemphigoid biopsy specimens 
with serial dilutions of conjugated 
antihuman IgG of known unitage. 
Best results with DIF staining were 
obtained with the use of conjugates 
diluted 1:10.) The fluorescein-to-pro- 
tein weight ratio of the commercial 
goat antihuman conjugate to IgG was 
6.2, with a molar ratio of 2.5. The pre- 
cipitin titer was 1:16, and the protein 
concentration of this conjugate was 
28.5 mg/ml prior to dilution. The fluo- 
rescein-to-protein weight ratio of the 
commercial goat antisera to comple- 
ment C, was 8.8; the molar ratio was 
3.6. The precipitin titer was 1:32, and 
the protein concentration of this con- 
jugate was 23 mg/ml prior to dilu- 
tion. 
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Fig 1.—Immunofluorescent staining for bound IgG at the basement membrane zone of 





buccal mucosa (case 1) (original magnification X 400). 


The sera of the patients were ex- 
amined for reactivity with frozen cut 
monkey esophagus by indirect immu- 
nofluorescent (IIF) techniques.* 

A double-layer technique was also 
performed in the following manner. 
The patients' sera were diluted (1:10) 
and applied to the monkey esophagus 
substrate, followed by diluted (1:20) 
commercial goat antihuman serum, 
which in turn was followed by several 
dilutions (1:10, 1:20, and 1:40) of com- 
mercial fluorescein-conjugated rabbit 
anti-goat serum. The sera were also 
incubated with goat antihuman IgG 
and goat antihuman complement C, 
with horseradish peroxidase type 2 by 
the method previously described." 
The sections were washed with PBS 
and stained with a saturated solution 
of 3,3-diaminobenzidine in 0.05M tris 
buffer containing 0.0025% hydrogen 
peroxide. After washing with PBS, 
the sections were then treated with 


Fig 3.—Nearly complete resolution of 
the alveolar ridge in mouth (case 1). 
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osmium tetroxide, dehydrated, and 
examined with a photomicroscope. All 
immunofluorescent specimens were 
examined with a fluorescent micro- 
scope with a high-pressure mercury 
vapor (HBO-200). A BG12 excitation 
filter and barrier filters 44, 50, and 65 
were used. 


Ultraviolet Light 
Irradiation Techniques 


Clinically uninvolved skin of the 
back of each subject was irradiated 
with 13.6 x 10° ergs/sq em of ultravio- 
let light (UVL) energy of wave- 
lengths shorter than 320 nm (aero- 
kromayer hot quartz contact lamp). 
Skin biopsy specimens were taken 
prior to and 24 hours following the 
UVL irradiation. A portion of the 
specimen obtained by biopsy was 
fixed in 4% formaldehyde solution 
(10% formalin), embedded in paraf- 
fin, and stained with hematoxylin-eo- 





Fig 2.—Positive indirect immunofluores- 
cent staining for IgG at intercellular area 
of monkey esophageal epithelium (case 1) 
(original magnification x 250). 


sin. The remaining biopsy specimens 
were frozen in liquid nitrogen, stored 
at —70 C, and examined by the DIF 
techniques described before. 


Report of Cases 


CASE 1.—A 68-year-old white woman was 
first examined at the University of Cali- 
fornia Medical Center (UCMC), San Fran- 
cisco, in November 1972. Her disease be- 
gan two years previously as moderately 
painful ulcers of the buecal mucosa, which 
had not responded to orally administered 
prednisone. Biopsy of the oral lesions re- 
vealed a subepidermal bulla with bound 
IgG at the basement membrane (Fig 1). 


Fig 4.—Marked symblepharon and corneal clouding of left 


eye and cicatricial conjunctival bands in right eye (case 2). 
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Her serum, m y in November 1972, 
showed antibody, directed to the inter- 
cellular area of the epithelium in a titer of 
1:520, that was not affected by prior blood 
group antigen absorption. This finding was 
further confirmed in the laboratory of 
Robert Jordon, MD, Mayo Clinie, Roches- 
ter, Minn (Fig 2). Direct immunofluores- 
cent studies were done on a biopsy speci- 
men from the normal-appearing skin of 
her back, and bound IgG was found at the 
dermoepidermal junction. Ultraviolet light 
testing resulted in increased staining in- 
tensity for IgG at the dermoepidermal 
junction at 24 hours, but no staining for 
bound complement or abnormal histologic 
changes. The patient was receiving orally 
administered prednisone at the time of 
testing. 

Despite the oral administration of pred- 
nisone, in doses of 30 to 60 mg daily, the 
patient's mouth ulcerations failed to heal; 
in March 1973, she began having nasal 
stuffiness, nasal irritation, and marked 
redness and discomfort of her eyes. Cica- 
trization of the left conjunctiva was noted 
on examination, and a tarsorrhaphy was 
performed on this eye to temporarily pro- 
tect the cornea from entropion with eye- 
lash irritation. The right eye was fitted 
with a corneal contact lens. Scarring of the 
mouth had progressed to nearly complete 
resolution of the alveolar ridge (Fig 3). 
General laboratory evaluation revealed 
that the white blood cell count, urinalysis, 
and erythrocyte sedimentation rate were 
within normal limits and that the anti- 
nuclear antibody (ANA) test was negative. 
There has never been evidence of internal 
malignant tumors. 

In May 1973, her serum for IIF revealed 
intercellular antibody in a titer of 1:40, 
with negative prozone and no removal by 
blood group antigen absorption (confirmed 
in the laboratory of Ernst Beutner, PhD, 
Buffalo). The double-layer technique with 
the serum only enhanced the staining for 
intercellular antibody. At this time, the pa- 
tient was receiving treatment with predni- 
sone, 30 mg daily, and cyclophosphamide, 
100 mg daily; there was no essential im- 
provement in her clinical condition. She 
has never developed skin lesions. 

CASE 2.—A 78-year-old white woman was 
seen at UCMC, San Francisco, in February 
1973. Her past medical history indicated 
that 11 years ago her gums became eroded 
but healed completely in two years with no 
residual scarring. At about the same pe- 
riod, she developed bilateral ocular and 
bulbar conjunctivitis, which gradually re- 
sulted in a marked symblepharon, corneal 
clouding and blindness of the left eye, and 
cicatricial conjunctival bands in the right 
eye (Fig 4). She has never developed skin 
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Fig 5.—Bound IgG at intercellular area 
of epithelium using indirect peroxidase-la- 
beling techniques (case 2) (original mag- 
nification X 400). 
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Fig 6.—Immunofluorescent staining for 
bound IgG at basement membrane zone of 
conjunctiva (case 2) (original magnifica- 
tion x 250). 


lesions. Treatment over the years has con- 
sisted of topical eye medications only. The 
patient was otherwise in excellent health, 
and routine laboratory evaluation was nor- 
mal. 

Indirect immunofluorescent studies of 
her serum, in March 1973, revealed epider- 
mal intercellular antibody in a titer of 1:30 
(Fig 5). There was a negative prozone and 
no evidence of anti-A or anti-B blood 
group antibodies. The DIF studies done on 
a biopsy specimen of the left conjunctiva 


revealed IgG bound to the basement mem- 
brane zone (Fig 6). The UVL testing done 
on the normal-appearing skin of her back 
on two occasions failed to reveal abnormal 
histologic findings or bound immuno- 
globulins by DIF. Repeat IIF of her serum 
in April 1973 revealed weak intercellular 
antibodies in a titer of 1:10. The double- 


layer technique with the serum gave no ad- 


ditional findings. 
Comment 


The clinical picture of mucosal ul- 


cerations with ocular scarring and - 


the immunohistochemical findings of 
in vivo bound IgG at the basement 
membrane zone of epithelial tissues 
tends to confirm the diagnosis of cic- 
atricial pemphigoid in the two pa- 
tients we report here. However, IIF 
testing of the sera of both patients 
showed the presence of a circulating 
antibody directed to the intercellular 
spaces of epithelium, a feature char- 
acteristic of pemphigus vulgaris. This 
appears to be a new finding in cicatri- 
cial pemphigoid, although Roenigk 
and Deodhar" have reported two 
cases of “mucous membrane pemphi- 
goid” with circulating intercellular 
antibodies; one patient also demon- 
strated a bound intercellular antibody 
in the involved skin sites. However, 
the significance of finding a pem- 
phigus antibody in their two patients 
was not discussed, despite the fact 
that in their introduction they re- 
ferred to their cases as benign 
mucous membrane pemphigus. 

In view of the indirect immuno- 
histochemical findings in our two pa- 
tients with cicatricial pemphigoid, the 
question might be asked: Do they rep- 
resent the effete entity called “ocular 
pemphigus”? So far, there is little evi- 
dence to support this. Acantholysis is 
not observed in cicatricial pemphi- 
goid,' nor did we find it in the biopsy 
specimens of involved and UVL irra- 
diated tissues of our patients. Subepi- 
dermal blisters, dermal inflamma- 
tion, and scarring were the main 
histologic features. In both patients, 
an in vivo bound antibody was found 
at the basement membrane zone of 
involved tissues, and in case 1, an an- 
tibody was found in normal-appear- 
ing skin as well. The UVL testing 
done on normal-appearing skin failed 
to produce new lesions.'* The clinical 
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findings and the lack of a positive 
ANA test rule out pemphigus ery- 
thematosus in its classic form, in 
which both an in vivo bound base- 
ment membrane zone antibody and a 
circulating intercellular antibody 
may be found." Neither patient had 
evidence of internal malignant tu- 
mors.'* 

The most logical explanation for 
our findings is that the circulating 
antibody in our two patients repre- 
sents a pemphigus-like antibody sim- 
ilar to that found in burns, Lyell 
syndrome, and certain other skin dis- 


= eases." Pemphigus-like antibodies 


are antibodies that react with 
squamous epithelial substrates in a 
pattern similar to true pemphigus an- 
tibodies, frequently in low titers (1:10 
to 1:80) but occasionally in titers of 
1:160 to 1:640.^ They are not blood 
group antibodies and they are distin- 
guished from true pemphigus anti- 
bodies by examination of a fresh skin 
lesion by DIF for an in vivo bound in- 
tercellular antibody.^ Our patients 
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have not demonstrated in vivo bound 
intercellular antibodies in any of the 
tissues examined by DIF methods, 
and their circulating intercellular an- 
tibodies would therefore be called 
pemphigus-like. 

It is difficult to explain, however, 
why pemphigus-like antibodies should 
be produced in cases of cicatricial 
pemphigoid. Their presence in burns, 
Lyell syndrome, and drug reactions 
might be explained as a direct result 
of acute epidermal tissue injury; the 
transient nature of the antibody in 
these conditions further suggests 
this. Similar epithelial injury may 
have stimulated intercellular anti- 
body production in our patients. In 
our first patient, however, the circu- 
lating intercellular antibody has not 
been so transient, and although the 
titer has decreased very recently to 
1:40 with intense treatment, it has 
been detected for over six months in 
titers as high as 1:620. Extended fol- 
low-up of this case is therefore indi- 
cated. 


References 


dam, 1973. 

8. Griffith MR, et al: Immunofluorescent stud- 
ies in mucous membrane pemphigoid. Arch Der- 
matol, to be published. 

9. Tuffanelli DL: The immunopathology of 
lupus erythematosus: A comparison of immuno- 
histochemical techniques: I Immunofluorescence, 
in Montagna W, Billingham RE (eds): Advances 
in Biology of the Skin. New York, Appleton-Cen- 
tury-Crofts, 1971, vol 2, pp 287-297. 

10. Fukuyama K: The immunopathology of 
lupus erythematosus: A comparison of immuno- 
histochemical techniques: II. Peroxidase method, 
in Montagna W, Billingham RE (eds): Advances 
in Biology of the Skin. New York, Appleton-Cen- 
tury-Crofts, 1971, vol 2, pp 295-304. 

11. Roenigk HH Jr, Deodhar S: Pemphigus 
treatment with azathioprine. Arch Dermatol 
107:353-357, 1973. 

12. Cram DL, Fukuyama K: Immuno- 
histochemistry of ultraviolet-induced pemphigus 


e . 

Cicatricial pemphigþid can be a dif- 
ficult disease to diagnose, and it is 
often not clearly recognized until the 
characteristic chronic scarring of the 
mucous membranes develops. The de- 
tection of a pemphigus-like antibody 
could add further confusion to the 
diagnosis of cicatricial pemphigoid, 
and its significance must be recog- 
nized. Bean and associates have pro- 
posed that “cicatricial pemphigoid 
may represent a more localized form 
of bullous pemphigoid in which such a 
small amount of antibody is produced 
that it is fixed to the basement mem- 
brane zone antigen and is unable to 
enter the circulation.” However, until 
the immunologic status of cicatricial 
pemphigoid is completely known, its 
true relationship to bullous pemphi- 
goid and to pemphigus vulgaris re- 
mains unknown. 
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Staphylococcal 


Sealded Skin Syndrome 


Adult Onset in a Patient With 
Deficient Cell-Mediated Immunity 


Lawrence H. Reid, MD; William L. Weston, MD; 


James R. Humbert, MD, Denver 


A 54-year-old white man with chronic 
renal failure developed toxic epidermal 
necrolysis (TEN) due to an infection by 
Staphylococcus aureus of phage type 2. 
Analysis of host defenses in this patient 
revealed normal humoral immunity and 
neutrophil functions, but a deficiency in 
cell-mediated immunity. This deficit was 
characterized by negative delayed skin 
tests, no sensitization to 2,4-dinitro- 
chlorobenzene, no phytohemagglutinin 
stimulation of peripheral lymphocytes, 
and inability of the patient's lymphocytes 
to release macrophage aggregation fac- 
tor. This deficiency may have contributed 
to the development of the syndrome. It 
should be recognized that TEN may occur 
in an adult secondary to staphylococcal 
infections and that therapy with a penicil- 
linase-resistant penicillin is needed. 


Sine Lyell’s recognition of tox- 
ic epidermal necrolysis (TEN) as 
a distinct clinical syndrome in 1956, 
there have been numerous cases re- 
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ported. These cases have been divided 
into two groups: the drug-induced 
disease of adults and children with 
clinical and histological similarities to 
severe bullous erythema multiforme 
and the pediatric disease of staphylo- 
coccal scalded skin syndrome, includ- 
ing exfoliative dermatitis of the new- 
born (Ritter disease).? The latter is 
associated with dermal, nasal, pha- 
ryngeal, or conjunctival infection by 
Staphylococcus aureus of phage group 
2, most notably type 71: The orga- 
nisms in this phage group have been 
shown to be unique in their ability to 
elaborate an exfoliative toxin that 
will produce TEN in laboratory ani- 
mals.* This exotoxin is a protein with 
a molecular weight between 21,000 
and 44,000. Only 0.5ug of the purified 
toxin is sufficient to cause exfoliation 
when it is injected subcutaneously or 
intraperitoneally into newborn mice. 
Mice older than six days, however, 
will not develop TEN even when they 
are given 25,000 times more toxin.* 
This resistance of older animals to 
the exfoliative action of the toxin is 
unexplained, but it parallels the ob- 
servation that adult humans rarely 
develop the staphylococcal scalded 
skin syndrome. We report the second 
documented case of TEN in an adult 
patient and delineate host defense 
factors in this patient. 


Report of a Case 


A 54-year-old white man who suffered- 
from chronic glomerulonephritis and had 
been on a hemodialysis program for over 
two years came to the Denver Veterans 
Administration Hospital. At the time of 
admission, he complained of pain in the 
right elbow and tenderness of the skin of 
his right arm, right axilla, and upper part 
of the trunk, with blistering. On examina- 
tion, the patient was found to be seriously 
ill. He had a purulent conjunctivitis, a 3-cm 
fluctuant mass over the right elbow, and 
flaccid bullae on the right arm and right 
hand. Many ruptured bullae were present. 
on the upper portion of the right arm, and `` 
a band of bright red erythema extended 
across the back and upper area of the 
chest. Slight digital pressure would dis- 
lodge large sheets of epidermis from the 
chest, producing a positive Nikolsky sign. 
Biopsy of this erythematous skin on the 
chest (Figure) revealed intraepidermal 
cleavage through the stratum granulosum, 
with no inflammatory cells in the corium. 
After aspiration of the mass over the right 
elbow, it was observed that a large pocket 
of purulent material was occupying the 
bursa of the olecranon. Coagulase-positive, 
penicillin-resistant S aureus of phage type 
3-C (a member of phage group 2) was cul- 
tured from the bursal material as well as 
from the conjunctivas and a bulla, but not 
from the blood stream. Laboratory studies 
disclosed the following values: hematocrit 
reading, 34%; white blood cell count, 
7,900/cu mm, with 1% basophils, 1% eosino- 
phils, 7% monocytes, 8% lymphocytes, 74% 
polymorphonuclear leukocytes, 9% band 
cells; blood urea nitrogen, 120 mg/100 ml; 
and serum creatinine, 10.5 mg/100 ml. The 
patient received only heparin sodium, in 





Skin biopsy specimen from chest of pa- 
tient. Intraepidermal cleavage through 
stratum granulosum is present. Absence 
of dermal inflammatory cells and necrosis 
of entire epidermis distinguish staphylo- 
coccal from drug-induced TEN (hema- 
toxylin-eosin, ^ original magnification 
x 160). 
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amounts, enough to keep his shunt open, 
.and ferrous sulfate tablets. 

The patient was treated by hemodialy- 
sis, incision and drainage of the bursa on 
the olecranon of the right elbow, skin 
lubrication, and intravenous adminis- 
tration of methicillin sodium. No new skin 
lesions appeared, and the erythema and 
the Nikolsky sign disappeared after 48 
hours. The bullae ruptured and the skin 
healed over the following week. His elbow 
has since healed and his skin was normal 
when he was examined two and three 
months after treatment. 


Special Studies 


Special laboratory studies included 
the following values: serum IgG, 800 


-units (normal, 800 to 1,500 units); 


IgA, 310 units (normal, 175 to 400 
units); and IgM, 60 units (normal, 50 
to 110 units). Delayed skin tests using 
0.1-ml intradermal injections of 
streptokinase-streptodornase (SKSD), 
50 units/ml; Monilia (dermatophytin 
"O^, 1:100; intermediate strength pu- 
rified protein derivative; histoplas- 
min; dermatophytin (trichophytin), 
1:50; and mumps skin test antigen 
were all negative at 48 and 72 hours 
(Table). The SKSD, Monilia, and der- 
matophytin were dialyzed for 24 
hours. As described by Catalona et 
al,’ 2,4-dinitrochlorobenzene sensi- 
tization, with 2,000ug, failed. The pa- 
tient’s lymphocytes failed to produce 
macrophage aggregation as mea- 
sured by the method of Lolekha et al* 
when stimulated by SKSD antigen, 


nor did they undergo blast cell trans- 


formation in response to phytohemag- 
glutinin, with the method of Valen- 
tine? Neutrophil bactericidal power 
against S aureus 502A" was repeat- 
edly normal (88% and 91% killing af- 
ter two hours of incubation; normal, 
mean + 2 SD = 82.9% + 13.6%). The 
patient’s own Staphylococcus was 
killed normally by his neutrophils 
(84%) and by neutrophils of a normal 
adult (88%). The patient’s neutrophils 
displayed normal chemotactic activity 
in a modified Boyden chamber assay"! 
on two occasions; 80% of the neutro- 
phils reduced nitroblue tetrazolium 
(NBT) after stimulation with endo- 
toxin (normal, mean + 2 SD = 84.2% 
+ 15.6%)'* (Table). 

When 10° of the staphylococcal or- 
ganisms isolated from this patient 
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were injected into 2-day-old newborn 
hairless mice, striking exfoliation re- 
sulted. Histologic examinations of the 
mice revealed bulla formation with 
cleavage through the granular layer, 
as was seen in the patient’s skin. 


e . 
staphylococcal scalded fi syndrome 
was reported in 1972 by Levine and 
Norden." The patient was a 19-year- 
old man with chronic renal disease 
who was receiving immunosuppresive 
therapy. He developed TEN following 
a staphylococcal wound infection. The 
staphylococci isolated were of phage 
group 2 and were shown to produce 
the exfoliative toxin. 

This and the present case have sev- 
eral similarities. Both patients suf- 
fered from chronic renal disease and 
were uremic at the time of the illness. 
Uremic patients are known to be 
more susceptible to infections and to 
have depressed cell-mediated immu- 
nity with lymphocytopenia, thymic 
atrophy, impaired allograph rejection, 
and delayed hypersensitivity skin 
tests, as well as diminished appear- 
ance of lymphocytes on skin “win- 
dows” and shortened in vitro lympho- 
cyte survival.’ 

When pyogenic staphylococcal in- 
fections are due to an altered host de- 
fense, a defect in neutrophil function 


Host Defenses in Adult With Scalded Skin Syndrome* 


Results 


Comment 


Only one other case of the staphylo- 
coccal scalded skin syndrome in an 
adult has been documented in the 
world’s literature.'* Other cases in 
adults may have occurred; for ex- 
ample, this may have been true in 
case 3 of Lyell’s study,’ in which the 
patient died and was found to have 
abscesses in many body organs. The 
organisms producing the toxin re- 
sponsible for the syndrome have been 
studied well.** However, the host fac- 
tors that are necessary for its occur- 
rence are not known. The children in 
whom the syndrome has occurred 
have usually recovered, and no under- 
lying immunologieal abnormalities 
have been reported. 

The first case of an adult with 


















Test Patient Normal Controls 





Humoral antibody 

IgM 60 units 50-110 units 
IgA 310 units 175-400 units 
IgG 800 units 800-1,500 units 


Cell-mediated immunity 
Intradermal skin tests 


Mumps 2mm 210 mm 
SKSD 0 215 mm 
Monilia 0 >10 mm 
Intermediate 0 >10 mm 
strength purified 
protein derivative 
Histoplasmin 0 >10mm 
Dermatophytin 0 >10 mm 
2, 4-Dinitrochlorobenzene 0 Spontaneous flare at 
2 weeks 


Phytohemagglutinin 6% blast cell 85%-95% blast cell 
(twice) formation formation (10) 
Macrophage aggregation factor 
production to 
SKSD (twice) 0 3+ (34) 
Monilia (twice) 0 3+ (23) 
















Neutrophil function tests 


Bactericidal 90.1% (2) 83.9% (16) 
powert 70.3%-96.7% 

Stimulated 80% (1) 84.2% (11) 
NBT reduction? 70%-96% 

ChemotaxisS 103.7 (2) 107.6 (12) 


39.5-293.8]| 


* Numbers in parentheses are numbers of determinations on normal controls. 
t Percent killing for S aureus 502A. 

t Percent NBT-positive neutrophils. 

$ Number of neutrophils migrated per high-power field every three hours. 

|| Total numbers of cells. 
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if often respBnsible.^ A decrease in 
phagocytosis (uptake) of bacteria by 
neutrophils in patients with chronic 
renal failure has been reported.” Bac- 
terial killing by neutrophils in chroni- 
cally uremic patients is normal. In our 
patient, phagocytosis and bacterial 
killing were both normal when S 
aureus 502A or the patient's own 
staphylococci were used. The neutro- 
phils' capacity to reduce the NBT was 
also normal. The patient's neutrophils 
also exhibited normal chemotactic ac- 
tivity toward an antigen-antibody 
mixture. Thus, this patient's peculiar 
staphylococcal disease could not be at- 
tributed to a neutrophil dysfunction. 

The patient reported by Levine and 
Norden" was treated with immuno- 
suppressive therapy and developed 
active tuberculosis, an indication of 
defective cell-mediated immunity. 
Our patient also had a marked defi- 
ciency of cell-mediated immunity, 
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probably resulting from his uremia. 
These cell-mediated host defense de- 
fects are usually associated with an 
increase of susceptibility to viral or 
fungal infections, but a recent report 
has documented the occurrence of re- 
current staphylococcal infections in a 
patient with abnormal lymphocyte 
and monocyte function.'* Mudd'*^ 
states that cell-mediated immunity is 
more important than humoral immu- 
nity in defense against S aureus, 
since antibodies against these bac- 
teria are ineffective in promoting 
phagocytosis or intracellular killing 
of the organisms. Arbuthnott et al^ 
proposed that factors specific to the 
host, rather than the causative or- 
ganisms, determine the type of le- 
sion produced in the staphylococcal 
scalded skin syndrome. 

It seems probable that deficient 
cell-mediated immunity to the staph- 
ylococeal organisms may allow staph- 
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ylocoecal TEN to occur in an adult. 
The incidence of staphylococcal TEN- 
in adults may be greater than real- 
ized; in patients treated with anti- 
bioties, TEN has been attributed to 
the antibiotics when in fact infection 
may have been the causative agent. 
The dramatic response of our patient 
to methicilin emphasizes the thera- 
peutic importance of a thorough 
search for staphylococcal infections in 
an adult with TEN. The organisms in 
phage group 2 are usually penicil- 
linase producers’; thus, a penicil- 
linase-resistant semisynthetic peni-. 
cillin is necessary for eradication of 
the disease. 
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Cutaneous Manifestations in 


Idiopathie Hypoparathyroidism 


Kyoko Hirano, MD; Akira Ishibashi, MD; Yoshikazu Yoshino, MD, Tokyo 


A 51-year-old man with idiopathic hy- 
poparathyroidism that had been untreated 
for more than nine years developed er- 
ythematous lesions with erosion and 
lamellar scales resembling exfoliative 
dermatitis. Depilation of scalp and axillary 
hair, nail changes, and cataracts were 
also noted. These skin changes appeared 
almost simultaneously with severe reduc- 
tion of the serum calcium level. Treatment 
with ergocalciferol and gluconate calcium 
greatly improved these dermal lesions as 
well as other hypocalcemic symptoms. 
Normalization of the serum calcium level 
followed. 

It is likely that exfoliative dermatitis-like 
lesions may occur as skin manifestations 
of idiopathic hypoparathyroidism,  al- 
though such manifestations are extremely 
rare. 
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MIS mild dermal changes 
are known to occur in hypocal- 
cemia. Symptoms of dry, rough, and 
scaly skin, xeroderma-like skin,' or 
hyperkeratotic, puffy,? or pigmented 
skin have been reported. 

A patient with idiopathic hypo- 
parathyroidism showed marked der- 
mal lesions resembling exfoliative 
dermatitis. Such lesions are ex- 
tremely rare in this disorder and sim- 
ilar cases, to our knowledge, are de- 
scribed only in articles by Lachmann? 
and Harell-Steinberg et al.* 


Report of a Case 


The patient, a 51-year-old man, suffered 
from malaria attacks at the ages of 23 and 
28. Since then, he has been in good health, 
until in 1962, when he was 42, cataracts 
were noted in his eyes. In October 1964, he 
had, for the first time, a convulsive seizure 
with loss of consciousness. Around that 
time the patient's nails, especially the first 
toenails, became rough and brittle. After 
that, the attacks (Central Nervous System 
[CNS] convulsions) occurred two or three 
times a year. The patient did not respond 
to the administration of diphenylhydan- 
toin and phenobarbital. In 1967, the pa- 
tient underwent an operation for the cata- 
racts, the cause of which was still unknown 
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at that time. In March 1971, the epileptic 
seizures became more frequent and severe. 
Almost simultaneously, erythema with 
itching appeared on the abdomen. The ab- 
domen, when scratched, began eroding. 
Erythematous plaques eventually formed, 
accompanied by erosion and scaling that 
finally extended to almost the whole body, 
except for the head and face (Fig 1 and 2). 
Depilation of scalp and axillary hair oc- 
curred (Fig 3 and 4). Intermittent drow- 
siness started to occur, even when the 
patient was free from the generalized con- 
vulsions. The patient was admitted to our 
hospital in June 1971 because his dermal 
lesions as well as his seizures had not re- 
sponded to treatment. Moreover, the pa- 


Fig 1.—Lamellar scaling and reddish or 
brownish pigmentation on whole body ex- 
cept for face and head. 
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Fig 3.—Loss of hair and lamellar scaling 
in axillar region. 





Fig 4.—Sparse scalp hair. After treat- 
ment, hair became more dense. 


tient's general condition had gradually be- 
come worse. 

On admission, the patient was inter- 
mittently drowsy. His height was 169 em, 
and his weight 56 kg. His face was nor- 
mally shaped, and he had neither saddle 
nose nor brachydactylia. The pulse rate 
was regular at 80 beats per minute. His 
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Fig 2.—Left, In addition to lamellar scal- 
ing, redness and erosive changes seen on 
neck and chest wall. Right, Same symp- 
toms on back of hand. 


blood pressure was 92/64 mm Hg and his 
temperature was 37.4 C. The pupils had 
postoperative deformities, resulting in 
diminished reflexes to light and accom- 
modation. The teeth had no abnormalities 
except for an incisor that had been broken 
during a seizure. Neither struma nor swol- 
len lymph nodes were noted. There were 
moist rales in the posterior base of the 
right side of the chest. There were no ab- 
normal findings in the abdomen. Deep ten- 
don reflexes were diminished, especially in 
the lower limbs. There were no sensory dis- 
turbances. No edema was noted. Chvostek 
sign, Trousseau phenomenon, and peroneal 
sign were all positive. 

Dermatological Findings.—Erythematous 
plaques with lamellar scales had spread 
all over the body except for the face, and 
were erosive, especially around the neck, 
chest, and some parts of the extremities. 
The whole back showed erythematous or 
brownish pigmented lesions with lamellar 
scaling. The scalp hair was sparse and ax- 
illary hair was completely gone. Finger- 
nails and toenails were lusterless with 
roughened surfaces. The first toenails, es- 
pecially, were whitish, opaque, and brittle, 
with transverse grooves. 

Laboratory Findings.—The following test 
results and values were within normal lim- 
its: urinalysis, fasting blood glucose, serum 
glutamic oxaloacetic transaminase, serum 
glutamic pyruvic transaminase, thymol tur- 
bidity test, zine turbidity test, serum alka- 
line phosphatase, serum iron and magne- 
sium, thyroid function tests, and adrenal 
function tests. A hemogram showed slight 
anemia (hemoglobin value, 11.2 gm/100 ml; 
red blood cell count, 3,400,000/cu mm). The 
white blood cell count was 7,700/cu mm, 
with 23% eosinophils. The erythrocyte sedi- 
mentation rate was 86 mm/hr; total serum 
protein values, 6.2 gm/100 ml, with a 0.8 al- 


bumin-globulin ratio; and blood urea nitro- 
gen value, 20.6 mg/100 ml. Serum reaction, 
of syphilis was negative. In the renal func- 
tion tests, phenolsulfonphthalein was 20% 
at 15 minutes, and creatinine clearance 
was 77.2 ml/min. In the serum electrolytes, 
the serum calcium level was reduced to 5.4 
mg/100 ml and the serum phosphorus level 
was elevated to 8.2 mg/100 ml, while serum 
sodium, potassium, and chlorine levels 
were all within normal ranges. Urinary 
calcium and phosphorus levels were re- 
duced (6 mg and 250 mg per day, respec- 
tively). Results of parathyroid function 
tests were all abnormal. The percentage of 
tubular reabsorption of phosphate was ' 
99.6%, and phosphate clearance was 1.3 . 
ml/min. Radioimmunoassay of serum para- 
thyroid hormone was not measurable. Re- 
nal response to parathyroid hormone was 
good as measured by the Ellsworth-How- 
ard test, ie, an increase of 8.4 times in uri- 
nary excretion of phosphorus was observed 
after intravenous administration of 200 
units of parathyroid hormone. Fungus cul- 
tures from skin and nails were negative 
for Candida albicans and other pathologic 
fungi. X-ray films of the skull and teeth re- 
vealed no abnormalities. In a series of x- 
ray films of bones, only an osteophyte for- 
mation was found around the head of the 
femur. A chest x-ray film showed minimal 
pleural effusion in the right side. The cere- 
brospinal fluid was normal, except for the 
slight reduction of the calcium level (3.2 
mg/100 ml). An electroeardiogram showed 
marked prolongation of QT time (RR, 0.77 
seconds; QT, 0.58 seconds). An electroen- 
cephalogram showed high voltage slow 
waves of 6 to 7 cycles/sec continuously in 
the frontal and parietal regions, accom- 
panied by occasional sporadic spikes. The 
electromyogram of a thumb showed invol- 
untary discharges after five minutes of ar- 
tificial ischemia, although they were not 
repetitive discharges typical of hypocal- 
cemia. 

Course of Disease and Treatment.—F rom 
the history of the present illness, physi- 
cal examination, and laboratory findings, 
the patient’s condition was diagnosed as 
idiopathic hypoparathyroidism. Treatment 
with intramuscular administration of 
600,000 units daily of ergocaleiferol (vita- 
min D,), and oral administration of gluco- 
nate calcium resulted in remarkable im- 
provement of symptoms, including the 
seizures. The dermal lesions regressed 
rapidly, showing only slight scaling and 
itehing for a while and healing completely 
after two weeks, leaving only slight pig- 
mentation. Hair grew on the depilated 
sealp and axillae. The roughened and 
brittle nails were gradually replaced by 
lustrous normal ones. Serum calcium and 
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Fig 5.—Serum calcium and phosphorus levels. 


phosphorus levels reached the normal 
ranges in about six weeks (Fig 5). The ad- 
ministration of ergocalciferol and gluco- 
nate caleium was stopped for about four 
weeks, until a slightly high level of serum 
calcium (around 11 mg/100 ml) was re- 
duced to below 10 mg/100 ml. The patient 
was discharged in September 1971 in good 
condition. Shortly afterward, he returned 
to work, receiving a daily maintenance 
dose of 20,000 units of ergocalciferol His 
serum caleium values have been main- 
tained at around 9 mg/100 ml. 

Oral provocation tests as well as intracu- 
taneous tests were earried out on the drugs 
that were given before and during the de- 
velopment of dermal lesions, but all were 
negative. 


Comment 


Cutaneous findings often noted 
in hypoparathyroidism include dry, 
rough or scaly skin, hyperkeratosis, 
and hair and nail changes. Moniliasis 
has occasionally been reported as 
a complieation. However, marked 
symptoms, such as the exfoliative 
dermatitis-like lesions observed in 
the present case, have been extremely 
rare. Only three reports were found 
in the literature: those of Lachmann, 
of Harell-Steinberg et al and of 
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Dent and Garretts.’ The case re- 
ported by Dent and Garretts was not 
idiopathie hypoparathyroidism but 
postoperative hypoparathyroidism. 
The other two cases were preceded by 
psoriasis or a psoriasis-like eruption, 
but the case of Dent and Garretts and 
our case did not show any psoriasis- 
like eruption. In the cases of Harell- 
Steinberg et al and Dent and Gar- 
retts, dermal lesions improved when 
treatment for hypoparathyroidism 
was instituted. The lesions reap- 
peared when the serum calcium level 
was lowered or when treatment was 
interrupted. It seems likely, there- 
fore, that exfoliative dermatitis-like 
cutaneous changes may be induced 
by hypoparathyroidism. Calcium is 
thought to play some crucial role in 
cutaneous function. However, it may 
be merely a contributing factor in 
producing exfoliative dermatitis,‘ 
since the incidence of the latter is 
very low in patients with hypocalce- 
mic states. 

Skin changes are more common in 
the idiopathic form of hypoparathy- 
roidism than in the postoperative 
form, since the former variety may 
remain unnoticed longer than the lat- 


ter? Severe lesions wath depilation, 
like those observed in the present 
case, seem to appear suddenly at the 
time of marked reduction of the se- 
rum calcium level, together with wor- 
sening of other hypocalcemie symp- 
toms. Cataracts have been reported in 
a number of cases, although the rate 
of their appearance is not always 
proportional to the duration of the 
disease.* 

Eosinophilia, which was noted in 
the present case at the time of the ap- 
pearance of severe dermal lesions, 
was also described in the case re- 
ported by Harell-Steinberg et al.* In- 
tense itch, described by Dent and 
Garretts,’ was also one of the main 
dermal manifestations in our case. 

The only effective treatment for 
dermal symptoms, as well as other 
symptoms of this disorder, is to nor- 
malize the serum calcium level. The 
development of hypercalcemia during 
treatment must also be carefully 
guarded against. 

Although not detected in our case, 
moniliasis is a frequent complication 
of idiopathic hypoparathyroidism® 
and is different from other cutaneous 
symptoms of this disorder in that it 
does not respond to the treatment for 
hypoparathyroidism.’ 


. T. Fujita, MD, performed the radioimmuno- 
assay. 
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Chloracne Induced by 


2,6 -Dichlorobenzonitrile 


James H. Deeken, MD, Kansas City, Mo 


Six patients developed chloracne from 
exposure to 2,6-dichlorobenzonitrile. The 
patients were involved in the manufacture 
of a herbicide containing this ingredient. 
They failed to respond to conventional 
acne treatment as long as contact with 
the herbicide persisted. 


S cases of chloracne have been 
recently encountered in chemical 
workers engaged in the manufacture 
of dichlobenil weed and grass killer 
(Casoron). Dichlobenil is identified 
generically as 2,6-dichlorobenzonitrile, 
with the common name dichlobenil 
having been adopted by the Weed So- 
ciety of America Terminology Com- 
mittee and by the American Stan- 
dards Association. The structural 
formula of this compound is shown in 
Fig 1. 

In the manufacturing process, di- 
chlobenil is dumped into a mixture of 
water and glue called the slurry. This 
mixture is then sprayed on inert clay 
particles that act as the vehicle for 
the active ingredient. The patients 
are exposed to the offending agent 
mainly during the dumping of the 
dichlobenil powder into the slurry. 
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The herbicide is widely used in con- 
trol of perennial and aquatic weeds, 
broadleaf and grass weeds, and weeds 
affecting the growth of woody orna- 
mentals, fruit, and berries. 


Clinical Data 


Data concerning our patients are 
summarized in the Table. The men 
were involved in either the manufac- 
ture or the bagging of Casoron. The 
lag-time between initial exposure to 
the chlorinated compound and the de- 
velopment of the acneiform erup- 
tion varied, ranging up to five 
months. The eruption generally con- 
sisted of several hundred pinpoint 
open comedones and fewer but larger 
closed comedones, involving mainly 
the forehead, masseteric, zygomatic, 
and suborbital regions (Fig 3). In ad- 
dition, an occasional inflammatory 
papule or small pustule was noted. In- 
terestingly, no acne cysts were ob- 
served. As long as the patients were 
exposed to the offending agent, the 
lesions responded sluggishly to the 
usual forms of acne treatment, in- 
cluding incision and drainage, acne 
scrubs, tretinoin, and antibiotics; 
however, once the contact with di- 
chlobenil was stopped, improvement 
occurred. 


Comment 


Chloraene was first observed by von 
Bettman in 1897. Herxheimer, in 
1901, noted this type of acne among 
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Patient Type of Work 


1 Mixing dichlobenil 


2 Mixing dichlobenil 


3 Mixing dichlobenil 


4 Mixing dichlobenil 


5 Bagging dichlobenil 


6 Mixing dichlobenil 


Lag-Time 


Uncertain 


5 mo 


2 weeks 


Uncertain 


1 week 


Uncertain 


Clinical Picture 


Hundreds of pinpoint 
open comedones mainly 
located about periorbital 
areas; also an occasional 
inflammatory papule 


Hundreds of open and 
closed comedones in 
temporozygomatic area 


Hundreds of pinpoint open 
comedones on temporozygo- 
matic area and forehead 


Scattered pinpoint 
open comedones on left 
side of face 

Hundreds of pinpoint open 
comedones on forehead 
and sides of face 

Hundreds of pinpoint open 
comedones on periorbital 
area and mid-forehead 


* None of the patients had a previous acne problem. 


f UV, ultraviolet. 


CI 


c 
Hl 
z 


CI 


Fig 1.—Structural formula of dichlobenil. 


workers engaged in the manufacture 
of hydrochloric acid who were ex- 
posed to tar-lined absorption towers 
and anodes of tar, bitumen, and char- 
coal. It was observed that only work- 
ers exposed to the tar were affected. 
Herxheimer believed that chlorinated 
aromatic hydrocarbons were the most 
likely cause of chloracne.' 

Experimental work has demon- 
strated that the chlorinated hydro- 
carbons produce a squamous meta- 
plasia of the pilosebaceous duct, 
which results in epidermal cell prolif- 
eration and formation of a keratin 
plug that characterizes the primary 
lesion. 

Previous reports indicate that indi- 
viduals vary greatly in their suscepti- 
bility, but that enhanced susceptibil- 
ity is found in those with darker 
complexions’ and in those with a his- 
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Fig 2.—Periorbital pinpoint open come- 
dones. 


tory of teen-age acne.* Interestingly, 
none of our patients had a history of 
noticeable acne before exposure to 
dichlobenil. 

The location and type of eruption 
noted in our patients correspond to 
those previously reported to have oc- 
curred in chloracne cases.‘ The erup- 
tion is characterized by the occur- 
rence of several hundred pinpoint 
open comedones and some closed 
comedones, involving mainly the 
forehead, temporozygomatic, and sub- 
orbital regions. In the present series 


y Clinical Characteristics* .* 


Response to 
Conventional . 
Treatment Treatment 
Incision and drainage, Fair to poor 
acne scrubs, 
tetracycline 
Incision and drainage, Temporary 
acne scrubs, UV light,t 
tetracycline, tretinoin 
Incision and drainage, Fair 
UV light, tetracycline 
Incision and drainage, Temporary 
tretinoin 
Incision and drainage, Good 
UV light, 
tetracycline 
Incision and drainage, Fair 


UV light 


of patients, however, no acne cysts 
were observed. 

Previous reports of herbicide-in- 
duced chloracne have implicated 2,4- 
D(2,4-dichlorophenoxyacetic acid) and 
24,5 - T(2,4,5 - trichlorophenoxyacetic 
acid) as the etiological agents. To our 
knowledge, this is the first report im- 
plieating 2,6-dichlorobenzonitrile as a 
cause of chloraene. 

Conventional treatment, including 
incision and drainage, acne scrubs, 
tretinoin, ultraviolet light, and tet- 
racycline, was discouraging as long as 
the patients continued to be exposed 
to the chlorinated hydrocarbon. 
Therefore, it appeared that the only 
really effective treatment capable of 
producing any lasting results was the 
removal of the patient from the of- 
fending environment. 
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Chordoma-like Subeutaneous Nodules 


Subcutaneous nodules in an infant had 
histological, histochemical and electron 
microscopical features of chordoma but 
did not behave like chordoma. 


Su nodules with histological 
and electron microscopical char- 
acteristics of chordoma developed in a 
white boy. However, the lack of bone 
involvement, the distribution of the 
lesions, and their biologic behavior 
militate against the diagnosis of 
chordoma. This case is unusual and 
therefore merits reporting. 


Report of a Case 


A 3-year-old white boy was first seen at 
the age of 6 months because of multiple 
small nodules involving the skin. These le- 
sions became apparent at the age of 6 
weeks, first involving the left heel (Fig 1) 
and subsequently the sacrococcygeal re- 
gion, periumbilical area, and extremities. 
The firm and movable gray-blue nodules 
measured from 0.2 mm to 0.5 em. They 
were not attached to deeper structures. No 
lymphadenopathy or organomegaly was pal- 
pable, and the child's general condition 
was excellent. 

Laboratory Data.—Hematological studies 
on admission disclosed the following val- 
ues: hemoglobin, 10.7 gm/ml; hematocrit 
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in an Infant 


A. Bernard Ackerman, MD, Kjell Koch, MD, Victoriano Pardo, MD, Miami, Fla 


reading, 33.595; reticulocyte count, 0.596; 
white blood cell count 14,500/eu mm, with 
27% segmented neutrophils, 59% lympho- 
cytes, 5% monocytes, 7% eosinophils, and 
2% basophils. Results of bone marrow 
studies were normal, showing normal ery- 
thropoiesis, granulopoiesis, and thrombo- 
poiesis. Blood chemistry studies showed the 
following values: total protein, 6.8 gm/100 
ml; serum calcium, 10.8 mg/100 ml; serum 
phosphorus, 6.9 mg/100 ml; serum total 
cholesterol, 190 mg/100 ml; glucose, 97.5 
mg/100 ml; serum blood urea nitrogen, 10.4 
mg/100 ml; serum uric acid, 4.1 mg/100 ml; 
serum creatinine, 0.35 mg/100 ml; serum 
total bilirubin, 0.3 mg/100 ml; serum alka- 
line phosphatase, 230 milliunits (mU)/ml; 
lactic acid dehydrogenase, 420 mU /ml; se- 
rum glutamic oxaloacetic transaminase, 85 
international units/ml; and serum total lip- 
ids, 695 mg/100 ml. Urinalysis results were 
normal and test for catecholamines was 
negative. A chest x-ray film, an intravenous 





Fig 1.—Subcutaneous nodule in heel of 
11-month-old patient. 


pyelogram, a skull tomogram, and results 

of bone survey were all normal. 
Histopathologic Findings.—The dominant 

pathological process in each of the three 


Fig 2.—Cellular aggregates of various size surrounded by granular and stringy am- 
phophilic material in subcutaneous fat (hematoxylin-eosin, original magnification X 25). 
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Fig 4.—'Bubbly" cytoplasm characteristic of the physaliphorous cells of chordoma 
(hematoxylin-eosin, original magnification x 352). 
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Fig 3.—Aggregates coffposed of large 
cells with vacuolated cytoplasm (hema- 
toxylin-eosin, original magnification 
x 198). 


biopsy specimens taken from nodules on 
the shoulder, leg, and abdomen involved 
the subcutaneous fat that was completely 
replaced by various-sized cellular aggre- 
gates that were surrounded by granular 
and stringy amphophilie material (Fig 2). 
The cells composing the irregularly out- 
lined aggregates varied widely in size and 
shape, but they had a distinctive appear- 
ance: round, hyperchromatic nuclei, some 
multinucleate and a few in mitosis, were 
encircled by vacuolated eosinophilic stain- 
ing cytoplasm that contained scattered ba- 
sophilie particles (Fig 3 and 4). PAS-posi- 
tive material in the cytoplasm (Fig 5) was 
completely removed by diastase. Colloidal 
iron stain was positive on the mucinous 
material that surrounded the islands of 
bubbly appearing cells (Fig 6). The histo- 
logic diagnosis was chordoma. 

Electron Microscopy.—The tissue was 
fixed in 3% glutaraldehyde in phosphate 
buffer, postfixed in osmium tetraoxide, 
stained en bloc with uranyl acetate, dehy- 
drated, and embedded in epoxy resin.’ A 
study of toluidine blue-stained, 1p sections 
embedded in plastic showed groups of 
large, vacuolated physaliphorous cells 
among which were interspersed small 
ovoid or fusiform cells in many transi- 
tional forms and rare stellate cells. Within 
the small, sparsely vacuolated cells there 
were parallel strands of rough-surfaced 
endoplasmic reticulum that encompassed 
rows of mitochondria (Fig 7). Multiple 
Golgi apparatuses were present. The cyto- 
plasm contained abundant 80 to 100 Ang- 
strom filaments, some arranged in bundles. 
Pinocytotic vesicles were abundant, and 
desmosomes were sparse. 

The few vacuoles were limited by a 
smooth membrane or lined with microvilli. 
Some of these vacuoles were connected to 
intercellular canalieuli and microvilli (Fig 
8). The content of the vacuoles was, in 
many instances, identical to that in the ex- 
tracellular spaces. Some of these vacuoles 
were empty; some were filled with regions 
of amorphous material and clumped gran- 
ular material and others contained fibrils. 

The cytoplasm of the physaliphorous 
cells contained numerous, large vacuoles 
but few organelles, was transparent in 
some areas, and extended into interlocking 
processes. Cytoplasmic masses devoid of 


Fig 5.—Cytoplasmic vacuoles are PAS- 
positive, diastase sensitive, ie, glycogen 
(hematoxylin-eosin, original magnification 
x 31). 
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organelles but witẸ a few dispersed micro- 
fibrils, abundant lipid droplets, and dis- 
continuities in the plasmalemma repre- 
sented degenerative changes in these cells. 
There were many transitional cells that 
showed a spectrum of quantitative 
changes in the previously described char- 
acteristics. 

Using the same techniques of fixation 
and staining, a study was made comparing 
the ultrastructure of this tumor with the 
nucleus pulposus of newborn rats, which is 
considered to present the characteristics of 
notochordal tissue; the findings showed 
striking similarities. 

The absence of glycogen particles in 
both the physaliphorous and notochordal 
cells could be attributed to the en bloc 
staining with uranyl acetate.’ 

Clinical Course.-During the ensuing 24% 
years, 18 lesions have appeared. Several of 
these lesions have been stationary in size, 
others have regressed and disappeared 
spontaneously, and a few have slowly en- 
larged. The child's growth and develop- 
ment have been normal. No therapy has 
been given. 


Comment 


The basic diagnostic dilemma in 
this case springs from the dis- 
crepancy between the clinical behav- 
ior of these subcutaneous nodules and 
their histopathological, histochemical, 
and ultrastructural pattern. Histolog- 
ically, histochemically, and electron 
microscopically, this child’s skin nod- 
ules were indistinguishable from 
chordoma, but the multicentricity of 
the lesions, their spontaneous regres- 
sion, and the absence of systemic 
manifestations are not consonant 
with the diagnosis of chordoma. A 
careful review of the literature has 
failed to disclose a similar case. 

Chordoma is a rare malignant neo- 
plasm derived from the primitive 
notochord,?* usually occurring in the 
sacrococcygeal region and cranium, 
although the lesion may involve any 
part of the spinal column. This tumor 
is extremely rare in children, being 
more frequent in the middle-aged 
adult and elderly.** The histopatho- 
logical and ultrastructural patterns of 
chordoma are distinctive.*-* 

It is evident, after reviewing the 
literature, that a degree of variability 
in the clinical behavior of chordoma 
may occur, but spontaneous regres- 
sion of chordoma has never been de- 
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Fig 6.—Acid mucopolysaccharide surrounds physaliphorous cells, as indicated by col- 
loidal iron stain (original magnification x 31). 


Fig 7.—Transversal cut through complexes of mitochondria (M) rough-surfaced endo- 
plasmic reticulum. Multiple Golgi regions (G) are present. Secretory granules (S) are 
also present in vicinity. Cytoplasmic membrane displays a small junctional differentiation 
(arrow) and area containing many pinocytotic vesicles (Pi) (uranyl acetate and lead cit- 
rate stains, original magnification x 18,300). 
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Fig 8.—Vacuolated cell displays mitochondrial rough-surfaced endoplasmic reticulum 
complex in longitudinal section. Cytoplasmic vacuoles (CV), numerous microfibrils, and 
Golgi areas (G) are evident. Dilated intercellular canaliculi (IC) may also appear as cyto- 
plasmic vacuoles with light microscopy (uranyl acetate and lead citrate stains, original 


magnification x 21,350). 


scribed. Multicentricity has been re- 
ported.'* The clinical course is that of 
a rather slow-growing tumor, with an 
initially silent phase. Symptomatol- 
ogy may not be apparent for months 
or years and is related to the degree 
of expansion of the primary tumor. 
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Metastases have been reported in 10% 
to 48% of the cases and may involve 
various sites, including the lungs, 
liver, soft tissues, vertebrae, and 
heart. It has been estimated that less 
than 10% of chordoma patients sur- 
vive for five years.’ 
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The clinical diffePntial diagnosis 
of this child's nodules includes subcu- 
taneous fat necrosis, nodular nonsup- 
purative panniculitis, and juvenile fi- 
bromatosis. These conditions have a 
well-defined histopathological pat- 
tern, none of which resembles chor- 
doma. The histological differential 
diagnosis of these chordoma-like le- 
sions includes hibernoma, granular 
cell tumor, mucinous carcinoma, and a 
bizarre metabolic or storage disease, 
or fatty degeneration. The presence 
of abundant acid mucopolysaccharides 
surrounding the cellular aggregates 
in this case is not consistent with hi- 
bernoma. The finding of PAS-positive 
granules that are sensitive to dia- 
stase militates against a diagnosis of 
granular cell tumor, and the absence 
of nuclear atypia rules against a 
diagnosis of carcinoma. Hibernoma 
should be included in the electron mi- 
croscopic differential diagnosis of 
these nodules; the hibernoma con- 
tains fat vacuoles and ovoid mito- 
chondria and has numerous trans- 
verse cristae, no desmosomes, and a 
basement membrane. Histiocytomas 
have abundant filopodia and lyso- 
somes without desmosomes. Chondro- 
sarcoma contains vesicles but does 
not have large cytoplasmic varie- 
gated vacuoles or desmosomes. Hy- 
pernephroma has the characteristics 
of tubular renal cells. 

The diagnosis of chordoma-like nod- 
ules in this case is predicated wholly 
on histopathological, histochemical 
and ultrastructural observations, 
rather than on clinical characteristics 
and course. 


Arkaki Rywlin, MD, did the bone marrow ex- 
amination. 


trastructure of a chordoma. Am J Clin Pathol 
53:544-551, 1970. 

11. Murad TM, Narasimhamurty MS: Ultra- 
structure of a chordoma. Cancer 25:1204-1215, 
1970. 

12. Kay S, Schatzki PF: Ultrastructural obser- 
vations of a chordoma arising in the clivus. Hu- 
man Pathol 3:403-413, 1972. 

13. Anderson WB: Multicentric chordoma: Re- 
port of a case. Cancer 21:126-128, 1968. 


Chordoma-like Nodules/Ackerman et al 





A 





^. 


Arch Dermatol /Vol 109, Feb 1974 


Epidermal Inclusion Cyst 


Epidermal inclusion cysts occur in- 
frequently on the palms and rarely on the 
soles. They probably arise from traumatic 
implantation and can be experimentally 
produced by surgical implantation of epi- 
dermis into the dermis. A 14-year-old girl 
had a plantar epidermal inclusion cyst. 


pidermal inclusion cysts are 

the commonest type of epithelial 
cysts of the skin. These cysts are 
lined by stratified squamous epithe- 
lium that is identical to that seen in 
the normal interfollicular epidermis. 
Less than 10% of these cysts occur on 
the extremities, and they are rare on 
the palms and soles, where they prob- 
ably result from traumatic implanta- 
tion of epidermis. Though cases of 
epidermal inclusion cysts on the 
palms have been reported relatively 
frequently in the literature, the rar- 
ity of published cases of plantar le- 
sions prompted the following report. 


Report of a Case 


A 14-year-old white girl developed a 
slowly enlarging, slightly tender lesion on 
the plantar aspect of her right foot over an 
eight-month period. There had been no his- 
tory of known trauma to the area, al- 
though she went barefoot much of the 
time. The lesion had been diagnosed previ- 
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ously as a callus or a verruca and had been 
treated by protective foam pads and par- 
ing. Examination showed that there was a 
slightly elevated nodule, 1.5 cm in diame- 
ter, overlying the distal end of the fourth 
metatarsal on the patient's right sole (Fig 
1). The lesion was movable and tender, but 
there was no evidence of inflammation. An 
x-ray film of the right foot showed that 
there was soft-tissue swelling, with no evi- 
dence of a foreign body. The lesion was in- 
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Fig 1.—Elevated nodule at base of fourth 
metatarsal. 


Fig 2.—Surgically excised cyst. 
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Fig 3.—Wall of cyst, compatible with epi- 
dermal inclusion cyst (hematoxylin-eosin 
original magnification x 200). 


cised, with expression of a thick, cheesy 
exudate; a pearly, white cystic lesion was 
removed (Fig 2). Microscopic examination 
of the histopathological section showed 
that it was an epidermal inclusion cyst 
(Fig 3). 


Comment 


Epidermal inclusion cysts of the 
skin occur commonly in young to 
middle-aged adults as soft, movable, 
nontender tumors measuring 0.2 to 5 
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em in diameter. They occur primarily 
on the scalp, face, trunk, scrotum, and 
extremities; but on rare occasions 
they may appear on the palmar as- 
pect of the hands and fingers. How 
ever, the occurrence of these cysts 
on the soles has been reported in- 
frequently. The cysts may be solitary 
or multiple and are usually sporadic, 
although they may occur in families, 
especially in patients with multiple 
polyposis of the colon, fibrous tis- 
sue tumors, osteomatosis, and dental 
anomalies (Gardner syndrome).' Epi- 
dermal inclusion cysts can be differ- 
entiated histologically from pilar 
cysts; the latter usually occur on the 
scalp, either as solitary or multiple le- 
sions. The lesions on the palms and 
soles have been attributed to trau- 
matic implantation of epidermis and 
were described initially by Wernher 
in 1855.2 In 1884, Schweninger was 
the first to produce experimentally 
epidermal inclusion cysts by burying 
bits of skin in the subcutaneous tissue 
of dogs.? Since then, there have been 
several successful attempts to repro- 
duce such lesions surgically, both in 
animals and in humans.* 

Most of the reports of epidermal in- 
clusion cysts on the palms and soles 
have dealt with palmar and finger le- 
sions, although mention of plantar le- 
sions has occurred in the literature as 
early as 1894.* The trauma occur from 


pete or 
a blunt as well as f a penetrating 
object. The lesions ustially are seen in 
the corium, without penetration into 
the subeutaneous fat, although occa- 
sional lesions may erode into the un- 
derlying bone.*' Most cases have oc- 
curred in men, with onset in middle 
age. The differential diagnosis in- 
cludes synovial lesions, fibromas, 
xanthomas, and tumors of the ap- 
pendages. Surgical removal is usually 
curative. 

The case reported here is unusual in 
that the implantation cyst occurred in 
a relatively young patient, that it was 
on the plantar aspect of her foot, and 
that the patient did not have a his- 
tory of injury to the area. 
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Gold V avilit 


A patient had necrotizing vasculitis in- 
duced by a contact dermatitis to gold. Re- 
peat patch tests to gold leaf confirmed the 
diagnosis. The migratory-inhibitory test 
and the lymphocyte transformation test 
were negative to gold. Cryoprofibrin lev- 
els were elevated, indicating increased 
intravascular coagulation. Urinary excre- 
tion of gold was 16 times higher than nor- 
mal. 


íi. therapy has been used 
throughout the years to treat a 
variety of unrelated disorders. Gold, 
as pure gold leaf, has been used topi- 
cally to promote healing of leg ulcers: 
(whatever the cause), and system- 
ically administered gold in the salt 
form (aurothioglucose) has been used 
to treat rheumatoid arthritis. More 
recently, aurothioglucose has been 
used to treat pemphigus vulgaris.’ 

Numerous complications from sys- 
temically administered gold salts 
have been reported. Adverse reac- 
tions include thrombocytopenic pur- 
pura, nephritis, lichenoid eruptions, 
and gastrointestinal disturbances.‘ 
Contact dermatitis to jeweler’s gold 
is rare; eight documented cases have 
been reviewed recently by Elgart and 
Higdon.’ 

We report a case of an unusual 
manifestation of delayed hypersensi- 
tivity to gold. We believe that in this 
case elemental gold was absorbed 
topically and was responsible for a 
generalized purpuric vasculitis. 


Report of a Case 


The patient is a 63-year-old white man 
who was a merchant jeweler. From 1959 
through 1966, he was hospitalized several 
times for recurrent episodes of gastroin- 
testinal bleeding secondary to duodenal 
peptic ulceration. On each occasion, he was 
treated by conservative medical manage- 
ment. He had been treated by members of 
the Department of Dermatology through- 
out this period for seborrheic dermatitis 
and neurodermatitis. 

In November 1970, the patient was hos- 
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Fig 1.—Purpuric patch test to gold leaf 
at 48 hours. 


pitalized for a severe, generalized, erythem- 
atous, lichenified eruption of the face, 
neck, upper anterior portion of the chest, 
and dorsa of the fingers, elbows, thighs, 
knees, and feet. The eruption responded to 
treatment with topically administered cor- 
ticosteroids. 

He was entirely free of skin lesions until 
January 1971. At this time, fissuring and 
scaling of the first and third fingertips was 
noted bilaterally. The patient experienced 
great difficulty in handling jewelry. Patch 
tests to various metals and common con- 
tact allergens were performed. A definite 
reaction (1+) to gold leaf was noted at 48 
hours. This was manifested as bright er- 
ythema. The patient denied ever having 
been given gold therapy. Patch tests of all 
other metals and of other commonly tested 
substances were negative. Upon comple- 
tion of patch testing, the patient was 
treated with intramuscularly and topically 
administered triamcinolone acetonide (40 
mg). 

The patient was not available for follow- 
up until August 1971, when he returned 
and complained of a patchy hair loss of the 
scalp and eyebrows. He also had a purpuric 
eruption on the upper portion of the legs. 
The clinical impression was that the condi- 
tion was alopecia areata and Schamberg 
progressive pigmentary dermatosis. Treat- 
ment consisted of intralesional injections 
of triamcinolone acetonide to the areas of 
alopecia and topical applications of the 
drug to the area of purpura. 

On Oct 18, 1971, a repeat patch test to 
gold leaf was done to verify the fact that 
the patient had delayed hypersensitivity to 
gold. At 48 hours, an intense purpuric 
eruption was noted at the patch test site on 


Fig 4.—Skin biopsy specimen of necro- 
tizing vasculitis on right leg. Note mixed 
perivascular infiltrate and leukocytoclasis 
of polymorphonuclear cells (hematoxylin- 
eosin, original magnification x 400). 








Fig 2.—Allergic vasculitis of upper por- 
tion of legs, 48 hours after patch testing to 
gold leaf. 


Fig 3.—Skin biopsy specimen of purpu- 
ric patch test site. Note extravasation of 
red blood cells and perivascular mononu- 
clear cell infiltrate (hematoxylin-eosin, 
original magnification x 400). 
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the upper portion of the left arm (Fig 1). 
At 48-hours, when the patch test was 
read, the  purpuric eruption of the 
thigh became more papular and resem- 
bled an allergic vasculitis (Fig 2). A skin 
biopsy specimen taken from the purpuric 
patch test site showed that the epidermis 
was normal. In the corium, extensive ex- 
travasation of red blood cells (RBC) was 
seen. A preponderantly mononuclear cell 
infiltrate, located perivascularly in the up- 
per corium, was demonstrable. The vessels 
showed no changes (Fig 3). 

A skin biopsy specimen taken from a 
palpable petechia] lesion on the upper por- 
tion of the right leg revealed a mixed in- 
flammatory dermal infiltrate composed 
primarily of mononuclear cells, with scat- 
tered polymorphonuclear leukocytes and 
eosinophils. Extravasation of RBC was 
present, and occasionally leukocytoclasis of 
polymorphonuclear leukocytes was noted. 
Mild swelling of the endothelial cells was 
seen, but no true vessel wall damage was 
detected (Fig 4). 

Direct immunofluorescent studies of the 
lesions of vasculitis failed to demonstrate 
deposition of immunoglobulins or fibrino- 
gen. Direct immunofluorescent studies of 
the vasculitis-like patch test site were also 
negative. Injection of epinephrine in vari- 
ous concentrations into an area adjacent to 
the vasculitis lesions produced, histologi- 
cally, a non-necrotizing vasculitis, but di- 
rect immunofluorescent studies were nega- 
tive. 

The patient was hospitalized Nov 12, 
1971, for further evaluation of this pete- 
chial eruption. Physical examination find- 
ings, except for the above-mentioned der- 
matological findings, were entirely normal. 
One finding of particular interest was the 
presence of several gold dental fillings, 
which the patient had had for several 
years. 

Laboratory studies were performed and 
the results were normal for hemoglobin 
level, hematocrit reading, white blood cell 
count, differential cell count. Normal val- 
ues were found for cholesterol calcium, 
phosphorus, total bilirubin, albumin, total 
protein, blood urea nitrogen, glucose, lactic 
acid dehydrogenase, alkaline phosphatase, 
serum glutamic oxaloacetic transaminase, 
serum protein electrophoresis, antinuclear 
factor, and platelet count. The VDRL test 
for syphilis and lupus erythematosus test 
were negative. Normal values were found 
for the following serum electrolytes: so- 
dium, potassium, carbon dioxide, chloride. 
The creatinine clearance value and Addis 
count were normal. 

Repeat tests showed elevated values of 
the uric acid ranging from 6.1 to 8.7 
mg/100 ml and uricaciduria. Mild elevation 
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of a component of cryoprofibrin was noted. 
Urinary gold excretion was measured. The 
normal range of urinary gold excretion is 
no more than 20y/liter. The level measured 
in our patient was 326ug/liter, or a 16-fold 
increase above normal. (The urinary gold 
determination was performed by Califor- 
nia BioChem Laboratories.) 

The patient has been treated with topi- 
cally and parenterally administered corti- 
costeroids, since his last hospitalization in 
November 1971. On his last visit, he had an 
eruption that was more characteristic of 
Schamberg progressive pigmentary der- 
matosis. The patient has retired from the 
jewelry business. 


Lymphocyte Transformation Test 


Method of Determination.—A lym- 
phoeyte transformation test (LTT) 
was performed. Twenty milliliters of 
venous blood was collected in a sterile 
plastic syringe containing 0.2 ml 
heparin. The RBC were allowed to 
sediment at 37 C for two hours. The 
leukocyte-rich plasma was then sepa- 
rated and centrifuged at 1,500 rpm 
for ten minutes. After the super- 
natant was removed, 5 ml of Hanks 
balanced salt solution (HBSS) was 
added to the cell suspension. This was 
centrifuged at 1,500 rpm for ten min- 
utes also. The supernatant was de- 
canted, and the remaining pellet of 
cells was suspended in 5 ml of min- 
imum essential medium (MEM) con- 
taining 15% fetal calf serum. To the 
MEM was added 1 ml of penicillin G 
potassium, at a concentration of 100 
units/ml; 1 ml of streptomycin, at a 
concentration of 100ug/ml; and 1 ml 
of glutamine, at a concentration of 
292ug/ml. 

The cultures for microscopic count 
of lymphoblast or transformed cells 
were set up in duplicate. The leuko- 
cytes of one of us (D. H.) were used as 
a control. There was no known sys- 
temic or topical exposure to gold in 
the control donor. The concentration 
employed was arbitrarily determined, 
as one would determine a concentra- 
tion of a drug in the blood. This is 
usually done by dividing the previous 
known dose of the drug by 5,000 ml to 
obtain a drug concentration to use 
per milliliter in in vitro culture. We 
used a range of three dilutions: (1) 
ten times the dosage per milliliter, (2) 
one dosage per milliliter and (3) one 


J 


€ . 
tenth the dosage per milliliter. 

After six days of Encubation, the 
cultures were examined after centri- 
fuging the tubes, decanting the su- 
pernatant, and fixing the cell button 
with a fixative consisting of three 
parts methyl alcohol to one part gla- 
cial acetic acid. The cells were fixed 
for a minimum of one hour. The fixed 
cells were centrifuged, the fixative 
was decanted, and the slides were 
made from the resulting cell button. 
The stain used was the May-Grun- 
wald Giemsa stain. 

Results of LTT.—The patient's cells 
had a transformation index of less 
than 1% on two different trials at all 
concentrations tested. Likewise, the 
lymphocytes in the control study 
showed less than 1% transformation. 

Several conclusions may be drawn 
from these results. First, the pa- 
tient's lymphocytes were not respon- 
sive to gold leaf. Second, the arbi- 
trary concentration of antigen may 
not have been sufficient to produce 
lymphoblast transformation in previ- 
ously sensitized lymphocytes. Third, 
it was necessary to treat the pure 
gold leaf with salt digestion, and this 
may have altered the antigenicity of 
the gold leaf. To our knowledge, lym- 
phocyte transformation as a reaction 
to elemental gold has not been re- 
ported in the literature. Walzer et al^ 
recently reported positive LTT to 
aurothioglucose in a man being 
treated with gold therapy for rheu- 
matoid arthritis. Denman and Den- 
man’ reported six cases of positive 
LTT to gold in patients with rheuma- 
toid arthritis who had manifested cu- 
taneous eruptions when receiving 
gold salt therapy. Stone et al* re- 
cently reported a case of erythema 
nodosum from systemic gold therapy, 
with a positive LTT. There are no re- 
ports of a positive LTT after contact 
with elemental gold or following topi- 
cal absorption of gold. 


Determination of 
Migratory-Inhibitory Factor 


Determination of the migratory-in- 
hibitory factor (MIF) was made as 
follows: Twenty milliliters of venous 
blood was collected in a sterile plastic 
syringe containing 0.2 ml of heparin. 
The erythrocytes were allowed to 
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settle and the leukocyte-rich plasma 
was aspirated. {his was centrifuged 
at 2,000 rpm for ten minutes. The su- 
pernatant was discarded, and the pel- 
let was washed with HBSS contain- 
ing calcium and magnesium. This was 
then centrifuged at 2,000 rpm for ten 
minutes. The supernatant was dis- 
carded, and the pellet was resus- 
pended in 5 ml of suspension of 85% 
MEM containing 15% fetal calf se- 
rum, penicillin G potassium, strep- 
tomycin, and glutamine. 

After several series of washings 
and resuspensions employing 0.8396 
ammonium chloride and lactated 
Ringer solution, the resuspended pel- 
let was made into a 10% cell suspen- 
sion by swirling. The viability of the 
cells was checked with trypan blue so- 
lution. 

The suspension was then drawn 
into the capillary tube, and one end 
was sealed with clay. This was centri- 
fuged at 1,500 rpm for five minutes. 

The cell suspensions were combined 
with salt-treated gold leaf at varying 
concentrations (1:10, 1:100, 1:1,000, 
1:10,000) and placed on a planchet 
dish. The chamber and tube were 
made airtight and incubated at 37 C 
for 24 hours in a 5% carbon dioxide at- 
mosphere. 

At the end of incubation, a magni- 
fier was used to project the chambers 
onto paper, and the areas of cell mi- 
gration were traced. These areas 
were cut out and weighed. The index 
of migration was calculated as fol- 
lows: index of migration=weight of 
paper from test area/weight of paper 
from control area; index of migra- 
tion X 100 = percent of migration. 

Results of MIF Test.—At all concen- 
trations of salt-digested gold leaf, 
there were no migrations of the 
macrophages in either the patient or 
the control. This implies that the pa- 
tient and the control both had "sensi- 
tized cells" to gold, or that gold has a 
direct toxic effect upon the macro- 
phage. 


Cryoprofibrin Determination 


As previously stated, cryoprofibrin 
determinations in this patient were 
done, and a component of cryoprofi- 
brin was found to be elevated. Cryo- 
profibrin is an intermediate macro- 
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molecule formed by the limited 
action of thrombin on fibrinogen. Ele- 
vation of cryoprofibrin levels is 
evidence for some degree of intra- 
vascular coagulation and has been as- 
sociated with necrotizing vasculitis 
(D. Handel, H.H. Roenigk Jr., J. Shai- 
noff, unpublished data). This patient 
had a level of 2 mg/100 ml of 118 
component, which reveals mild eleva- 
tion. The 21S component was absent, 
which is normal. 


Comment 


A 63-year-old merchant jeweler had 
a generalized purpuric eruption that 
became flared on three different occa- 
sions when patch tested with pure 
gold leaf. The first patch test site re- 
vealed a definite erythema. The sec- 
ond patch test site revealed an in- 
tensely purpuric eruption, and the 
third patch test site failed to show 
clinical reaction. The important find- 
ing was that on each occasion exacer- 
bation of his petechial vasculitis erup- 
tion developed. 

To our knowledge, there are no 
other reports in the literature regard- 
ing purpura from gold developing at 
the patch test site. Purpuric patch 
test reactions have recently been ob- 
served by Calnan and Peachy? in two 
patients sensitized to isopropyl ami- 
nodiphenylamine (IPPD) that was 
found in the rubber boots they were 
wearing. These patients had a pete- 
chial eruption of the lower extrem- 
ities, which resolved when they dis- 
continued use of the IPPD-containing 
boots, and flared when they wore 
them again. Lymphocyte transforma- 
tion tests and MIF determinations to 
IPPD in these patients were not 
done. Calnan and Peachy did not pos- 
tulate what was the mechanism of 
purpura in these patients. 

In our patient, the evidence for the 
relationship of the dermatitis to the 
jeweler's gold is the reaction to pure 
gold leaf on patch testing, with the 
accompanying exacerbation of the 
purpuric eruption. Although contact 
sensitization implicates delayed hy- 
persensitivity, this was not borne out 
by results of the LTT or MIF study. 
The failure to detect lymphoblast 
transformation may have been the 
result of a direct toxic effect on the 


lymphocytes themselves or of the 


inadequate handling of the pure gold 


leaf. 

Tests of both the patient's and the 
control’s lymphocytes showed that 
there was no migration of macro- 
phages. This also may have been the 
result of a direct toxic effect of gold 
on the macrophages. 

This patient had 326ug/liter of gold 
in a 24-hour urine specimen. This is a 
16-fold increase over the normal level. 
This may represent systemic absorp- 
tion through prolonged contact to the 
skin. The importance of the gold den- 
tal fillings in this patient and its rela- 
tionship to the dermatitis remains a 
question. The patient refused to have 


the gold dental fillings removed for 


financial reasons. 

To the best of our knowledge, this 
is the first case report of a cutaneous 
vasculitis produced through  pro- 
longed cutaneous exposure to ele- 
mental gold. The possibility of a toxic 
reaction to gold absorbed topically 
from the patient's hands or to the 
gold dental fillings must also be con- 
sidered. The toxic manifestation 
would include the patient's exfolia- 
tive dermatitis and alopecia. 


Nonproprietary Name and 
Trademarks of Drug 


Triamcinolone acetonide—Aristocort Topi- 
cal Cream, Aristocort Topical Ointment, 
Aristoderm, Kenalog, Vetalog Cream. 
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A MAJOR DEVELOPMENT IN THERAPY 
FOR ACNE VULGARIS... 
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Scanning electron microscopy 
reveals RETIN-A effect on open 
comedo (X 100). 
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"Primarily grades I, II, and III in which comedones, papules, and pustules predominate. 
It is not effective in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). 





you titrate the response - 


Though erythema is nota nebessary pre- 
requisite to effective therapy with RETIN-A, it does 
occur in many patients. When it goes, it can serve 


as a guide to therapy. Erythema may be used as a 
an apparently unique titratable index to aid the physician in controlling 





mode of action irritation (excessive erythema) while achieving 
optimal response by selecting appropriate dosage 
In sharp contrast to the current superficial peel- form and dosage frequency tailored to the individ- 
ing agents, RETIN-A is a deep-acting topical agent ual patient’s particular requirements. 
that stimulates epithelial proliferation within the Too much erythema may give the patient a 
follicular canal as well as in the surface epithelium. false impression that he is not tolerating the treat- 
Most topical acne therapies are only “peeling ment and thus cause him to abandon the medica- 
agents” in that they are epidermal irritants, produc- tion. He is more likely to adhere to the regimen if 
ing desquamation with the objective of unplugging the physician supervises his treatment regularly, re- 
existing comedones. But exfoliation of epidermis ducing the frequency of application if necessary, 
alone does little more than produce scaling. even though therapeutic response may be slower 
The apparently unique mode of action of with this approach. The amount and vigor with 
RETIN-A is the basis for its clinical efficacy in topical which RETIN-A is applied also can be a factor in 
acne therapy. producing erythema; the patient should be in- 


Evidence to date suggests: 

RETIN-A expels existing comedones. The 

reduction in number of attachment plates (desmo- So: 

ent corneocytes, admixed with microorganisms, 
somes) of the epidermal cells and the increased debris, and sebum (x 200). 
cell turnover within the plugged pilosebaceous 
orifice loosens the anchorage of existing comedones 
and expels them from the follicle. 

RETIN-A breaks up precursor comedones 
(previously unseen lesions). What may appear 
to be an exacerbation of the acne process is its 
effect on previously unseen lesions. RETIN-A in- 
creases the permeability of the sebaceous glands 
and permits escape of trapped lipids and fatty 
acids. An accelerated "natural" local inflammatory 
and/or leukocytic response provides early resolu- 
tion of the deep lesions before they reach the skin 
surface. 

RETIN-A prevents the formation of new 
comedones. Whereas comedo formation 
depends on horny cells sticking firmly together to 
create a solid plug to block the follicular canal, the 
accelerated turnover of these cells and the reduc- 
tion in the number of attachment plates induced 
by RETIN-A loosens the attachment of horny cells 
to one another and helps to prevent formation of 
solid plugs that comprise the comedo. 


Fig. 1 Untreated open comedo. Note tightly adher- 
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structed initjally to use RETIN-A once daily in an 
amount and manger sufficient to produce a satisfac- 
tory response without fausing excessive erythema. 

Most patients who developed erythema in 16 

» well-controlled stutlies* exhibited the maximum in- 
tensity in either the second or third week of treat- 
ment. Subsequently the degree of erythema 
decreased in most patients as treatment continued. 

Thus, after a few weeks of therapy with 
RETIN-A, when clinical response is becoming ap- 
parent and excessive erythema is less likely to 
occur, the frequency of application can be in- 
creased, if desired. 

The introduction of the third important dosage 
form, RETIN-A Brand tretinoin Cream 0.1% , now 
provides even greater therapeutic flexibility to 
enable you to titrate for individual patient response. 

The therapeutic range and flexibility with 
RETIN-A facilitates treatment of acne vulgaris, 
primarily grades |, Il, and III** in which comedones, 
papules, and pustules predominate. 


Fig. 2 Close-up detail illustrating firm 
adherence and compacting of cells, 
microorganisms, debris, and oily film 
(x 1000). 


Fig. 3 Treated open comedo. RETIN-A therapy 
(three weeks). The lesion is springing up out of 
its crater. Note reduced cohesiveness of the 
cellular mass (x 100). 


The patient who continues to experience ex- 
cessive irritation, even after careful titration with 
RETIN-A, should be withdrawn from therapy. 


TITRATION | i 


to control clinical response 
while avoiding excessive erythema 


PHYSICIAN- 1. FREQUENCY 

SUPERVISED 2. STRENGTH 

For Acne Vulgaris 3. DOSAGE FORMS 

Grades |, Il, Ill 4. ADJUNCTIVE MEASURES? 


* Data on file in the Department of Clinical Research, Johnson & 
Johnson. 


**It is not effective in most cases of severe pustular and deep cystic 


nodular variéties (acne conglobata). 


tinstruct patient to: Wash face gently, no more than 2 or 3 times daily. 
Pat face dry with towel (don't rub). Wait 15-20 minutes before apply- 
ing RETIN-A. Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. Use mild soap and 
shampoo (PURPOSE Brand Soap; PURPOSE Brand Shampoo). Avoid 
excessive exposure to extremes of climate. 


Fig. 4 Close-up detail illustrating effect 
of RETIN-A on corneocytes, now clearly 
visible as loosely attached individual 
cells (x 1000). 





clinical response 


In 16 well-controlled, double-blind studies 
utilizing 0.05% RETIN-A Brand tretinoin solution 
and involving 372 patients, good to excellent results 
were attained in 72.8% of the cases, with only 
27.2% rated fair to poor, and with less than 2% 
adverse reactions noted. 

Five randomized double-blind studies were 
performed utilizing RETIN-A Brand tretinoin ina 
hydrophilic cream base on 85 teenage and young 
adult patients with grades Il and III acne. They re- 
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tretinoin 


Scanning electron micrographs by C. M. Papa, M.D., Johnson & Johnson Resear 


ceived treatment once or twice daily with RETIN-A 
0.1% , using the cream base as a control, for periods 
of up to 16 weeks. A good to excellent response was 
achieved in 62.3% of these patients, with 37.7% 
rated poor to fair. An adverse reaction was noted in 
only 1 patient. 

The cream base is a convenient vehicle for use 
by the patient, and appears to contribute to a re- 
duction in adverse effects over the effects noted 
with previous formulations. 


For prescribing information, 
please see last page of this advertisement. 


Saturated Swabs 0.05% 
Liquid 0.05% 
am Cream 0.1% 
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Description: RETIN-A Brand tretinoin is available in both liquid and 
cream vehicles. RETIN-A liquid contains tretinoin (all-trans retinoic 
acid; vitamin A acid) 0.05% by weight, polyethylene glycol 400, 
butylated hydroxytoluene, and alcohol 55%. RETIN-A cream con- 
tains tretinoin 0.1% by weight in a hydrophilic cream vehicle of 
isopropyl myristate, white wax, polyoxyl 40 stearate, stearyl alcohol, 
stearic acid, and parabens (methyl and propyl). 


Evidence to date suggests it 

acts deep within the follicular canal 
to expel existing comedones, 
break up their precursors, and 
prevent formation of new ones 
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tretinoin 


Saturated Swabs 0.05% 
Liquid 0.05% 
New Cream 0.1% 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of isopropyl myristate, white wax, polyoxy! 40 stearate, 
stearyl alcohol, stearic acid, and parabens (methyl and propyl). 
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Indications: RETIN-A Brand tretinoin is indicatgd for topical applica- . 
tion in the treatment of acne vulgaris, primarily grades |, Ik, and III in 
which comedones, papules, and pustules predominate. It is not effec- 
tive in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). j . 
Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 
Warnings: RETIN-A Brand tretinoin should be kept away from the 
eyes, the mouth, angles of the nose, and mucous membranes. Topical 
use may induce severe local erythema and peeling at the site of 
application. If the degree of local irritation warrants, patients should 
be directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 
Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient's 
skin until the effects of peeling agents subside before use of RETIN-A 
Brand tretinoin is begun. 
Exposure to sunlight, including sunlamps, should be minimized 
during the use of RETIN-A Brand tretinoin and patients with sunburn 
should be advised not to use the product until fully recovered because 
of heightened susceptibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 
Similar precautions are advisable with regard to the use of medicated 
or abrasive soaps and cleansers, soaps and cosmetics that have a 
strong drying effect, and products with high concentrations of alcohol, 
astringents, spices, or lime. 
If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may 
occur. 
Adverse Reactions: The skin of certain sensitive individuals may 
become excessively red, edematous, blistered, or crusted. If these 
effects occur, the medication should either be discontinued until the 
integrity of the skin is restored or the medication should be adjusted 
to a level the patient can tolerate. Temporary hyper- or hypopig- 
mentation has been reported with repeated application of RETIN-A 
Brand tretinoin. Some individuals have been reported to have height- 
ened susceptibility to sunlight while under treatment with RETIN-A 
Brand tretinoin. To date, all adverse effects of RETIN-A Brand tretinoin 
have been reversible upon discontinuation of therapy. (See Dosage 
and Administration section.) 
Dosage and Administration: Cream: RETIN-A Brand tretinoin cream 
should be applied once a day, before retiring, to the skin where acne 
lesions appear, using enough to cover the entire affected area lightly. 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 
day, before retiring, to the skin where acne lesions appear, spreading 
the medication over the entire affected area. One swab supplies 
enough of the preparation to treat an area the size of the face. If other 
sites are treated, such as the back, additional swabs should be used. 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a day, 
before retiring, to the skin where acne lesions appear, using enough 
to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or 
cotton is employed, care should be taken not to oversaturate it to the 
extent that the liquid would run into areas where treatment is not 
intended. 
Application may cause a transitory feeling of warmth or slight sting- 
ing. In cases where it has been necessary to temporarily discontinue 
therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of 
inflammatory lesions may occur. This is due to the action of the 
medication on deep, previously unseen comedones and papules. 
Therapeutic results should be noticed after two to three weeks. Re- 
sults may not be optimal until after six weeks of therapy. Once the 
acne lesions have responded satisfactorily, it may be possible to 
maintain the improvement with less frequent applications. 
Patients treated with RETIN-A Brand tretinoin may use cosmetics, 
but the areas to be treated should be cleansed thoroughly before the 
medication is applied. 
How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 
1. Foil-covered swabs saturated with 0.05% strength liquid, in boxes 
of 30. 
2. Amber bottles containing two fluid ounces of 0.05% strength 


liquid. E 
3. One-ounce tubes containing a bland hydrophilic cream with 
tretinoin at 0.146 strength. ° 
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Letters to the Editor 


Pigmented Palmar Petechiae 
(Black Palm) 


To the Editor.—We recently saw a 
young Chinese weight lifter who 
noted an asymptomatic petechial 
eruption over the volar aspects of his 
fingers; this eruption was identical to 
the petechial lesions seen in "black 
heel." 


Report of a Case 


An 18-year-old Chinese weight lifter 
who had not lifted weights for several 
months, noted considerable sliding and 
friction over the bar as he gripped and 
lifted the weights. The next day, he saw 
speckled, rust-red to black, linear, non- 
prurutic petechial lesions over the volar as- 
pects of his fingers, corresponding to the 
points where his grip was strongest (Fig- 
ure). Such an eruption is apparently a 
well-known occurrence among weight 
lifters, particularly in novices. 


Comment 


Black heel is a traumatically in- 
duced lesion originally described by 
Crissey and Peachey' and others.*^ 
The primary lesions are linearly ar- 
ranged petechiae that usually coa- 
lesce to form asymptomatic, rusty to 


Petechial lesion on volar aspect of fin- 
ger. 


EB it 
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black macular lesions, which are typi- 
cally found over the lateral keratotic 
border of the heel. This lesion pre- 
sumably results from the sudden 
slamming or shearing force of the 
heel against the hard floor or shoe. 
Histologic examination of biopsy 
specimens reveals extravasated blood 
arising from the subpapillary capil- 
lary plexus and extending through 
the epidermis to the horny layer. 
Most of the reported cases of black 
heel have occurred in young adults 
who were engaged in some vigorous 
athletic activity, and as the name im- 
plies, have usually involved the heel. 
Nabai and Mehregan recently re- 
ported nine cases of black heel that 
included two cases in which the pa- 
tients had similar lesions on the fin- 
gertips; but there was no information 
on the precipitating events leading to 
these lesions? The palmar petechial 
lesions in our case were presumably 
due to the friction and trauma of sud- 
denly lifting heavy weights. Al- 
though there is a similarity between 
this eruption and pompholyx or 
traumatized warts, the nature of this 
petechial eruption in this case was 
quickly established by a review of the 
patient’s recent activities. 
ALLAN K. Izum1, MD 
Honolulu 


References 


1. Crissey JT, Peachey JC: Calcaneal pe- 
techiae. Arch Dermatol 83:501, 1961. 

2. Granpule M: Pinching trauma in black heel. 
Br J Dermatol 79:654-655, 1967. 

3. Nabai H, Mehregan AH: Black heel. Cutis 
6:151-753, 1970. 

4. Kirton V, Price MW: Black heel. Trans St 
Johns Hosp Dermatol Soc 51:80-84, 1965. 

5. Mehregan AH: Black heel: A report of two 
cases. Can Med Assoc J 95:584-585, 1966. 


Pigmented Basal Cell Carcinomas 


To the Editor.-l read with great 
interest the comment of Dr. J. L. 
Walter in the ARCHIVES (108:277, 
1973) that Dr. C. DeFeo’s remark in 
the ARCHIVES (105:447, 1972), concern- 
ing the incidence of pigmented basal 
cell carcinomas in blue-eyed persons, 


was inconsistent with his experience 
in Sydney. I am in the enviable posi- 
tion of being able to agree with both 
physicians, who seemingly disagree 
with each other, since I have studied 
the problem rather intensively and 
have written about it in the ARCHIVES 
(107:206, 1973). It is true that lightly 
pigmented, mottled, or speckled basal 
cell carcinomas are not rare in blue- 
eyed people; however, at least in the 
New York City area, it seems to be 
very unusual for persons with blue 
eyes to develop solidly pigmented 
black or dark-brown basal cell carci- 
nomas. I know that Dr. DeFeo was 
referring to the latter type of basal 
cell carcinomas, and I presume that 
some of the 37 tumors cited by Dr. 
Walter were of the former less pig- 
mented types. 

I hope that Dr. Walter has avail- 
able sufficient photographic material 
so that he may separate the solidly 
and darkly pigmented basal cell carci- 
nomas from the others; it would be 
most instructive to learn the eye col- 
ors of their bearers. 

ROBERT S. BART, ME 
New York 


Pseudomonas Infections 


To the Editor.—An increased inci- 
dence of Pseudomonas infections has 
been reported by Ammonette anc 
Rosenberg! and Tomoka et al? More 
serious infections are nosocomial 
particularly in newborn nurseries. 

Ammonette and Rosenberg’s’ re- 
port indicates that there is "no single 
or simple therapeutic agent to be 
regularly effective for a quick cure.’ 
The authors note that this clinica 
problem has not received substantia 
attention in the dermatologic litera- 
ture. Tomoka et al? note among othe 
factors that bacteriostatic substances 
inhibiting the dominant Gram-posi 
tive microflora can lead to replace 
ment by Gram-negative microflora 
namely Pseudomonas. They observe 
that there are no organisms withir 
the skin, histopathologic findings of < 
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toxic reaction, and that local appli- 
.cation of a dilute solution of chloram- 
phenicol prevented dermatitis in four 
of five subjects. This suggests that a 
broad spectrum locally applied micro- 
bicide would be useful therapy. Gluta- 
raldehyde is bactericidal, tuberculoci- 
dal, fungicidal,  sporicidal, and 
viricidal, and the best of some 12 cold 
.sterilants. 

Borick et al? have found 2% aqueous 
buffered glutaraldehyde to kill 
Pseudomonas in vitro in less than 
one minute in addition to rapid mi- 
crobicidal activity against Staphylo- 
coccus aureus, American type culture 
collection 6588; Proteus vulgaris, 
ATCC 6380; Escherichia coli, ATCC 
6880; and Streptococcus pyogenes, 
ATCC 12384. Serum did not change 
the killing time. Therefore, I conclude 
that exudate would not change the ef- 
fect of glutaraldehyde, which should 
be clinically effective in superficial 
Pseudomonas and superimposed 
infections. Any cream would add a 
predisposing macerating factor. A 296 
solution of alkaline-buffered glutaral- 
dehyde has an expiration period of 
two weeks, which may control these 
infections and remain effective and 
prophylactic, unbuffered, thereafter, 
based on its tanning and drying ac- 
tion. I would anticipate an initial 
stinging sensation. 

I am aware of sensitivity reactions 
to this chemical, since dermatologists 
know that any drug may cause a reac- 
tion. Studies in resident training cen- 
ters with controls hopefully will con- 
firm beneficial effects of buffered 
glutaraldehyde in Pseudomonas in- 
fections of the skin. 

The Medical Tribune of Aug 1, 
1973, reports a method for decontami- 
nation of hospital rooms by vapor- 
izing formaldehyde and neutralizing 
it with ammonium carbonate and ac- 
tivated charcoal. The broader anti- 
microbial spectrum of 2% alkalinized 
glutaraldehyde suggests that it would 
be more efficient. For prevention of 
life-threatening infections in new- 
born nurseries, it would be desirable 
to use alternate nurseries so that 
empty rooms could be decontami- 
nated with vaporized glutaraldehyde. 

HYMAN H. GORDON, MD 
Fontana, Calif 
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Tretinoin Treatment of Leg Ulcers 


To the Editor.—A paper by Prutkin 
(Acta Derm Venereol 52:489, 1972) on 
the stimulating effect of topically ap- 
plied tretinoin on wound healing in 
mice and humans led us to try an 
ointment containing 396 tretinoin in 
petrolatum on seven hospitalized pa- 
tients with leg ulcers. These patients, 
four men and three women, were be- 
tween 54 and 85 years of age; four 
had impaired arterial circulation; the 
impaired circulation was associated 
with diabetes in one patient, while 
another patient suffered from exten- 
sive deep venous thrombosis. The le- 
sions were traumatic or spontaneous, 
and measured between 1 and 7 cm. 

The ointment was applied to the ul- 
cers twice daily. There was no clini- 
cally visible effect for the first ten 
days; after that, exudation of the 
neighboring skin was seen in all but 
one case. The dimensions of the ul- 
cers remained unchanged and even in- 
creased in two cases. The application 
was abandoned after two weeks be- 
cause of these irritations and the ab- 
sence of favorable effects. 

It appears that, as used in the man- 
ner described here, topically applied 
tretinoin is not a useful treatment for 
such leg ulcers in man. 

JEAN DE BERSAQUES, MD 
MONIQUE DE SMET, MD 
Ghent, Belgium 


What is Meant by “Bimonthly’’? 


To the Editor.-l was most inter- 
ested to read about the use of gold so- 
dium thiomalate for the treatment of 
pemphigus in the ARCHIVES (108:56, 
1973). In spite of the high incidence of 
undesirable side-effects, it would 
seem to be a useful drug. Against 
such a disease as pemphigus one can- 
not have too many weapons available. 

It therefore would be most helpful 
if the maintenance dose could be clar- 
ified. It is stated several times in the 
paper that 25 mg "bimonthly" is ade- 
quate for most patients. What is 
meant by bimonthly? Both the Oxford 
English Dictionary and the Chambers 
Dictionary indicate that this term 
may mean either “twice a month” or 
“every two months.” However, these 
works are only authorities on the En- 
glish language. Turning to Dorland’s 


Illustrated Medical Dictionary, which 
has an entirely American panel of 
editorial consultants, I find the term 
"bi-" defined as “combining form 
meaning two or twice.” For once, En- 
glish and American lexicographers 
appear to agree. It seems that the 
term “bimonthly” requires not a 
bilinguist but a mind reader to inter- 
pret. 

Could such important information 
as drug dosage not be given in precise 
units? Where the interval between 
doses exceeds 24 hours, the unit could 
be either “day” or "week." This would 
be greatly preferable to confusing 
prefixes. 

JOHN O'D. ALEXANDER, FRCP(G) 


Glasgow, Scotland 
Reply 
To the Editor.-The term “bi- 


monthly” was used to indicate one 
fortnight, which equals two weeks (14 
days). 
NEALS. PENNEYS, MD 
Miami, Fla 


Gold Treatment of Pemphigus 


To the Editor.—The rediscovery and 
demonstration of the therapeutic ef- 
fectiveness of intramuscularly ad- 
ministered gold in the treatment of 
pemphigus, as reported in the July 
ARCHIVES (108:56, 1973) by Penneys et 
al? is important and possibly life- 
saving, as demonstrated by the fol- 
lowing report. 


Report of a Case 


A 56-year-old white woman developed 
ocular and oral “irritation” in the fall of 
1970. A biopsy specimen of an oral lesion 
in the late spring of 1971 was interpreted 
as being compatible with benign mucosal 
pemphigoid and treatment with 40 mg of 
prednisone daily was started. The dosage 
was gradually increased to 120 mg daily 
over the next four months because of pro- 
gression of the oral lesions and the develop- 
ment of cutaneous bullae. Another biopsy 
specimen, in September 1971, this time of a 
cutaneous bleb, with immunofluorescent 
studies, revealed that the patient actually 
had pemphigus vulgaris. Her serum anti- 
epithelial antibody titer (AEA) was 1:360. 
At that time, the patient was hospitalized. 
She had both large and small bullae on the 
trunk, extremities, and mouth. She also 
had indolent cutaneous ulcers that showed 
virtually no evidence of healing. The pred- 
nisone dosage was gradually increased to a 
maximum dose of 1,050 mg daily, yet the 
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activity of the disorder persisted and older 
lesions showeddittle or no evidence of heal- 
ing. The development of steroid compli- 
cations (severe, immobilizing, proximal 
myopathy, two episodes of Gram-negative 
septicemia, severe glycosuria, and acute 
psychosis) forced discontinuance of the 
drug. Despite the discontinuance, the cuta- 
neous and oral lesions began to improve 
shortly thereafter. Within a period of six 
weeks, however, she again began to de- 
velop new lesions. Prednisone therapy, 40 
mg a day, was again started. She was re- 
leased from the hospital, after a 90-day 
stay, on a regimen of prednisone, and at 
that time the serum AEA titer was 1:80. 
Methotrexate was not used due to a bor- 
derline, though persistent, leukopenia. 
Soon after discharge, the patient devel- 
oped a generalized flare of the pemphigus, 
which was reasonably well controlled with 
120 mg of prednisone daily. Steroid compli- 
cations again developed, however, and 
therapy with 50 mg weekly of gold sodium 
thiomalate was begun, as outlined by Pen- 
neys. The patient showed a gradual but 
impressive response; the prednisone dos- 
age slowly tapered and eventually discon- 
tinued and her serum AEA titer dropped 
to 1:20 while she was receiving gold sodium 
thiomalate alone. Since initiation of gold 
therapy, the patient has received a total of 
1,250 mg of the drug. One attempt to de- 
crease her dose to 25 mg of gold sodium 
thiomalate every third week was followed 
by a flare of ocular and oral lesions and a 
rise in the serum AEA titer to 1:80. The 
dose was increased to 50 mg bimonthly, 
and the patient remains virtually asympto- 
matic. At no time has she developed any 
complications from the gold. 


Comment 


Systemically administered steroids 
probably remain the drug of choice 
for acute severe pemphigus. The com- 
plieations that are usually unavoid- 
able with prolonged use of these 
medications, as well as with the im- 
munosuppressant drugs such as meth- 
otrexate and azathioprine, led Pen- 
neys et al to their trial with gold 
sodium thiomalate. They demon- 
strated that the drug could be used to 
control the disease after initial sup- 
pression of activity with steroids and 
that gold alone could be used as the 
initial and sole drug for milder cases 
of pemphigus. Despite the initial sup- 
pression of the activity with massive 
doses of corticosteroids, the patient 
reported here has been maintained 
practically symptom-free with a regi- 
men of gold sodium thiomalate alone 
for 18 months. Gold sodium thioma- 
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late may turn out to be a life-saving 
drug for prolonged pemphigus con- 
trol. 
KENNETH E. GREER, MD 
Charlottesville, Va 
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Persistent Phototoxicity Due To 
Nalidixic Acid 


To the Editor.—Persistent photo- 
toxicity from demeclocycline, a tetra- 
cycline compound, may last for a few 
weeks or for as long as 22 months.' 
Demeclocycline phototoxicity ap- 
pears as an exaggerated sunburn er- 
ythema, whereas nalidixic acid pho- 
totoxicity, which shows character- 
istically as isolated blistering of 
exposed areas that may or may not be 
accompanied by erythema, can re- 
semble porphyria cutanea tarda.** 
Persistent phototoxicity from nali- 
dixic acid is known to occur, and I 
wish to record another case. 


Report of a Case 


A 2-year-old girl was treated for a uri- 
nary infection with 250 mg of nalidixic 
acid (Negram) three times daily for 17 
days during early December, which is a 
summer month in Australia. The adminis- 
tration of nalidixic acid was discontinued 
following phototoxic blistering and er- 
ythema of the face and the backs of the 
fingers and hands that healed in ten days, 
leaving increased freckling and pigmenta- 
tion. The child was shielded from direct 
sunlight until the last week in February, 
when exposure to strong sunlight during 
play caused a mild recurrence of facial er- 
ythema and blistering of the backs of the 
hands and fingers. 


Comment 


The blistering that occurred in the 
patient ten weeks after withdrawal 
of therapy with nalidixic acid re- 
quired exposure to sunlight alone and 
indicated persistent  phototoxicity, 
suggesting that this drug, like tet- 
racycline; may be retained in the 
skin. Because phototoxic and photoal- 
lergic reactions depend in general on 
high and low drug concentrations, re- 
spectively,** persistent phototoxicity 
might be expected to last for shorter 


periods than persistent photoallergy. 
The phototoxicity may depend on a 
similar type of biological mechanism, 
since experiments carried out with 
human volunteers who took nalidixic 
acid and were then exposed to artifi- 
cial ultraviolet light did not produce 
phototoxic blistering.’ These results 
suggest that persistent phototoxicity, 
like persistent photoallergy, may be 
limited to a specific group of individ- 
uals and may not be capable of af- 
fecting the large majority of people, 
as is usually the case with "toxic" 
chemical compounds. 

JOHN N. BunRY, MRCPE 

St. Peters, South Australia 
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Cicatricial Pemphigoid 


To the Editor.—Since the appear- 
ance of the original report by Bean et 
al (Arch Dermatol 106:195, 1972) and 
the more recent description by Holu- 
bar et al (Arch Dermatol 108:50, 1973) 
of in vivo-fixed basement membrane 
antibodies in patients with cicatri- 
cial pemphigoid, dermatologists have 
been awaiting a report regarding cir- 
culating antibodies in these patients. 
The recent article by Dr. Dantzig en- 
titled “Circulating Antibodies in Cic- 
atricial Pemphigoid” that appeared in 
the ARCHIVES (108:264, 1973) is, on the 
surface, a fulfillment of this expecta- 
tion. However, there seems to be a 
flaw in this report, and it is not, fora 
change, in the technique of immuno- 
fluorescence. The flaw is in the diag- 
nosis. The patient described by Dant- 
zig did have mucosal lesions, but the 
predominant lesions were apparently 
those on the skin of the hands, shoul- . 
ders and chest. It is true that she de- 
veloped dysphagia and hoarseness 
and that vocal cord scarring was dem- 
onstrated by indirect laryngoscopy. 
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However, the critical findings for the 
diagnosis of cicatricial pemphigoid 
were absent: ocular involvement with 
conjunctival scarring and desquama- 
tive gingivitis (Arch Otolaryngol 
93:354, 1971). In fact, these findings 
are critical for the diagnosis if one 
wishes to distingush this disease from 
bullous pemphigoid. 

Dantzig's patient was described 
only as having "conjunctival injec- 
tion," and it is stated that "consulta- 
tion with an ophthalmologist dis- 
closed that the patient had dry eye 
syndrome secondary to cicatricial 
pemphigoid.” How an ophthalmolo- 
ist could arrive at such a definitive 
conclusion from the evidence pre- 
sented escapes this reader. 

Thus, I seriously question the diag- 
nosis. If we are to report cases with 
the potential importance of this one, 
then the diagnosis and the work-up 
and any special studies involved must 
be beyond question. Unfortunately, I 
must still await that definitive case 
that will bridge the gap between bul- 
lous pemphigoid and cicatricial pem- 
phigoid by meeting all the clinical 
criteria of the latter disease and 
demonstrating circulating basement 
membrane antibodies, which is a 
characteristic finding of the former. 

W. MITCHELL Sams, JR., MD 
Denver 


Reply 


To the Editor.-l was pleased to 
read of Dr. Sams' interest in my ar- 
ticle that appeared in the ARCHIVES 
and would like to reply to his ques- 
tions about the diagnosis in this pa- 
tient. I believe there is little question 
that this patient has cicatricial pem- 
phigoid. She has a chronic bullous, 
erosive disease that has lasted nine 
years and resulted in involvement 
and scarring of skin, oral mucosa, 
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vaginal and cervical mucosa, pharynx, 
larynx, and esophagus. 

In the differential diagnosis of oral 
cicatricial pemphigoid, there are five 
diseases': (1) pemphigus vulgarus, (2) 
erythema multiforme, (3) lichen 
planus, (4) bullous pemphigoid, and 
(5) desquamative gingivitis. The first 
three are easily eliminated from con- 
sideration in this case by clinical pre- 
sentation and histopathologic find- 
ings. Dr. Sams implies that this 
patient might have bullous pemphi- 
goid. However, bullous pemphigoid 
rarely lasts nine years; rarely in- 
volves cervix, larynx, or esophagus; 
does not cause severe scarring of the 
cervix, larynx or esophagus; does not 
cause cutaneous scarring unless 
traumatized; and usually responds 
better to treatment, especially with 
steroids. It can thus be ruled out from 
the diagnosis of this case. Desquama- 
tive gingivitis is a nonspecific entity, 
with several causes, and usually re- 
fers to either atrophy or bullae and 
erosions of the gingiva. It may be 
part of cicatricial pemphigoid, or 
it may be idiopathic. Desquamative 
gingivitis was eliminated by the lack 
of gingival involvement when we ex- 
amined the patient, though she did 
state that the gingiva were affected 
when the disease began. 

Dr. Sams states that ocular involve- 
ment with conjunctival scarring and 
desquamative gingivitis are critical 
for the diagnosis of cicatricial pem- 
phigoid. However, in several studies 
of patients with cicatricial pemphi- 
goid, conjunctival signs were re- 
ported in only 6196, 75%, 20%,’ and 
10095* of the patients. In fact, Hardy 
et al stated that eye involvement may 
develop many years after the onset of 
the disease. Dry eye syndrome and 
conjunctivitis without scarring, both 
of which this patient had, occur in 


e . 
cicatricial pemphigoid.'? Gingival in- 
volvement, likewise, is noé a universal 
finding; in two studies, it was re- 
ported in none* and 209»? of the pa- 
tients. In two other series, the gin- 
iva was reported to be the most com- 
mon site of oral lesions where the 
mouth was affected in 100%! and 83%? 
of the patients. All four reports em- 
phasize that the diagnosis should be 
established on the basis of the pres- 
ence of a chronic scarring bullous 
eruption, which is more prominent on 
the mucous membranes than on the 
skin, and the fact that the bullae are 
identical histopathologically to those 
of bullous pemphigoid. No author 
states that conjunctival scarring or 
desquamative gingivitis is critical to 
the diagnosis. 

It seems that all necessary criteria 
have been strictly met for the diag- 
nosis in this case; and that the pa- 
tient's chronic, scarring bullous ero- 
sive disease of mucous membranes 
(including mouth, pharynx, larynx, 
esophagus, vagina, and cervix) and of 
the skin, fits the definition of cicatri- 
cial pemphigoid. Dr. Sams would be 
most welcome to come to Albany and 
examine this patient to determine 
that this case is “the definitive case 
that will bridge the gap between bul- 
lous pemphigoid and cicatricial pem- 
phigoid.” 

PauL I. Dantzic, MD 
Albany, NY 
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. Society Transactions 


The Society Proceedings are edited by Dr. Morris Waisman, 806 First Federal Bldg, 220 Madison 
St, Tampa FL 33602. Transactions and photographs should be sent, in duplicate, directly to him. 


MICHIGAN DERMATOLOGICAL SOCIETY 
Nov 8, 1972 
Amir H. Mehregan, MD, Recorder 


Gangrenosum. Presented by the 
Dermatology Staff, Wayne State Uni- 
versity School of Medicine. 


A 44-year-old white man had a ten- | 


month history of a slowly-enlarging ulcer 
over the medial aspect of the right thigh. 
The lesion appeared first as small tender 


nodules that broke down and ulcerated. 


The ulcer extended peripherally to form a 
large lesion with an irregular border. Past 


medical history included a partial gastrec- 


tomy in 1955 for a recurrent ulcer and mild 
diabetes mellitus. The patient is a heavy 
smoker. ue ANTA 

Physical examination revealed a large 
deep ulcer of the right thigh, with an ir- 
regular serpiginous outline and a ragged, 
bluish-red, overhanging border. The base 
of the ulcer was covered by necrotic areas 
and areas of granulation tissue. Labora- 
tory findings included an antinuclear fac- 
tor and negative lupus erythematosus 
preparations. The erythrocyte sedimenta- 
tion rate was 90 mm/hr, and the stool 
guaiac test was positive. A gastrointesti- 
nal series and x-ray films of the chest and 
right thigh were normal. 

Histologic examination revealed mul- 
tiple intradermal and subcutaneous areas 
of abscess formation. Surrounding capil- 
lary blood vessels showed endothelial 
swelling and occlusive changes. Sections 
stained by the digested-PAS method 
showed no deep fungi. No clinical response 
was noted from a trial of salicylazosulfa- 
pyridine (Azulfidine) and of dapsone (Avlo- 
sulfon). There was a partial response to 
oral administration of 60 mg of prednisone 
daily, with decreased pain and tenderness. 
Response was enhanced markedly when the 
dose of prednisone was increased to 90 mg 
a day. 


Discussion 


Dr. ALTMAN: In a severe case of pyo- 
derma gangrenosum, it is best to use 
steroids first and later to substitute 
dapsone. 
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Dr. PETER Lyncu: The effective dose of 
dapsone for treatment of pyoderma gan- 
grenosum is about 400 mg. When steroids 
are used, one may eventually switch to an 
every-other-day dose. 

Dr. RALPH CosKEy: I wonder if one can 
excise the whole area and cover it with a 
skin graft. 

Dr. DIETEMAN: In one instance when a 
lesion was excised and a skin graft ap- 
plied, the graft was rejected in spite of 
systemic steroid therapy. That patient was 
eventually found to have Hodgkin disease. 

Dr. Rupner: Of four patients with pyo- 
derma gangrenosum observed in our de- 
partment during the last two years, one 
died with extensive ulceration and loss of 
the entire perineum. In postmortem exam- 
ination, this patient was found to have ex- 
tensive myelofibrosis. We are watching the 
patient presented for the possibility of de- 
velopment of an underlying systemic dis- 
ease. 


Juvenile Fibromatosis. Presented by Dr. 

A. P. WILSON. 

A 3-year-old white boy developed an 
ovoid tumor over the upper pole of the 
scrotum on the right side at the age of 16 
months. The growth gradually increased in 
size and became deeply indurated. This le- 
sion was surgically excised four months 
later, but six weeks afterward an area of 
thickening of the skin and deep induration 
appeared within the linear surgical sear. It 
extended upward and also downward dur- 
ing the following months. Urinary symp- 
toms of dysuria, frequency, and inconti- 
nence developed and persisted. 

Physical examination revealed a linear 
lesion, measuring 7x4 cm and extending 
from the upper pole of the scrotum into the 
inguinal area (Figure) as an irregular, 
solid, firm intracutaneous growth attached 
to the underlying tissues. The overlying 
epidermis was movable and showed no dis- 
coloration. The growth was asymptomatic. 
There were no regional or distant lymph- 
adenopathies. Laboratory tests included 
normal white blood cell counts, urinalysis, 
chest x-ray film, intravenous pyelogram, 
cine voiding cystourethrogram, and liver 
scan. 

Histologic examination revealed massive 
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Juvenile fibromatosis of groin and scro- 
tum. 


proliferation of fibrous connective tissue, 
replacing the corium and to a greater ex- 
tent the subcutaneous tissues. The prolif- 
erating fibroblasts were spindle-shaped 
and uniform in size. There was no evidence 
of cartwheel arrangement and no abnor- 
mal mitotic figures. Small collagen bundles 
were present between the proliferating fi- 
broblasts, and there were small foci of a 


lymphocytic infiltrate. 


Discussion 


Dr. MEHREGAN: I agree with the 
histologic diagnosis of juvenile fibro- 
matosis. This term was originally in- 
troduced by Stout (Cancer 1:953, 1954) 
for a heterogenous group of fibrous 
tumors that could not be classified 
into other well known types. He fur- 
ther subdivided juvenile fibromatoses 
according to their anatomical sites 
and their minor histologic variations. 
Among those with dermatologic man- 
ifestation are recurring digital fi- 
brous tumor of childhood, which I re- 
ported in the ARCHIVES (106:375, 1972) 
and palmoplantar fibromatoses. The 
lesion in this child is another example 
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of juyenile fibromatosis. Its clinical 
and histologic manifestation is dis- 
tinetive enough to permit differ- 
entiation from other types of benign 
or malignant fibrous tumors of the 
skin, such as histiocytoma, dermatofi- 
broma, nodular fasciitis, or dermato- 
. fibrosarcoma protuberans. Histologi- 
cally, proliferating fibroblasts are 
regular in size and shape and show no 
evidence of anaplastic changes. There 
is some evidence of collagen forma- 
tion. Involvement of the fat and at- 
tachment to the underlying tissues 
are hallmarks of these lesions, which 
explain their great tendency for re- 
currence after surgical excision. 

Dr. CoskEv: Fibromatosis of this 
type can occur both in childhood and 
in adult life. I examined a man with a 
similar type of lesion on his back that 
produced problems of histologic 
classification and treatment. 


PHILADELPHIA DERMATOLOGICAL 
SOCIETY 


Oct 20, 1972 


Charles H. Greenbaum, MD, Recorder 


Nodulocystic Acne in Patient With XYY 
Chromosome Complement. Presented 
by E. J. Van Scott, MD; ARTHUR C. 
Sosis, MD; G. PANET-RAYMOND, MD. 

A 14year old boy had a severe pustu- 
lar eruption on his face and back for two 
years. The eruption consisted of numerous 
large inflamed cystic nodules, mixed with 
pustules and comedones, scattered over the 
face, the neck, the chest, the upper part of 
the back, and the arms. Tunneling sinuses 
associated with abscesses were also found 
on the neck, the axillae, and the groin. 
Save for a grade 3/6 systolic murmur at 
the left sternal border that was present 
since birth, the remainder of the physical 
examination findings were normal. There 
was no history of aggressive antisocial be- 
havior, and he was doing well scholasti- 
cally. There was no family history of mis- 
carriage, abnormal birth, hereditary dis- 
ease, or criminality. His father and only 
sister suffered from mild acne. 

Fluorescing Y-bodies, using quinacrine 
hydrochloride staining techniques, were 
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found in peripheral leukocytes, as well as 
in interphase buccal mucosal cells and pe- 
ripheral lymphocytes. The bone age of the 
patient was normal, as were routine hemo- 
gram, urinalysis, plasma cortisol, plasma 
testosterone, 17-ketosteroids, estrogens, 
and pituitary gonadotrophins. Staphylococ- 
cus albus, some Gram-negative bacteria, 
and an anaerobic organism were cultured 
from an acne cyst. Treatment with orally 
administered lincomycin, compresses with 
Vleminckx solution, and topical application 
of tretinoin have been helpful. 


Discussion 


Dr. ALBERT M. KLIGMAN: The phenotypic 
expression of the XY abnormalities is im- 
portant. The literature states that these 
people are mental defectives, criminally 
aggressive, and have various endocrine de- 
fects. The implication is that the extra Y 
chromosome determines antisocial behavior 
and mental retardation. My experience 
suggests that criminals have more acre 
than the normal population. My conjecture 
is that acne is a stigma that raises up 
anger in the afflicted. They are addition- 
ally disadvantaged economically and trou- 
bled emotionally and are likely to commit 
aggressive antisocial acts. The extra Y 
chromosome may be easily identified with 
quinacrine (Atabrine) hydrochloride, which 
evokes brilliant fluorescence. One need not 
culture leukocytes and do a chromosome 
analysis on colchicine-arrested mitosis, al- 
though we saw an excellent preparation on 
this patient. Any tissue will do. If two fluo- 
rescent bodies in an interphase nucleus are 
seen, that is the XYY genotype and is the 
counterpart of the Barr body in the fe- 
male. Voorhees and his associates reported 
an incidence of 4% in prison, 2% in the gen- 
eral population. There are no statistics re- 
garding the incidence of XYY people with 
severe acne. 

The extra Y chromosome has no known 
tissue effect. Endocrinologic study has 
shown that such people do not produce ab- 
normal amounts of androgens. They do not 
metabolize androgens in a different way 
and they do not even seem especially 
seborrheic. The only feature that holds up 
is not criminality or lack of scholastic 
achievement, but height. 

I do not know of previous bacteriologic 
studies of these cases and suggest looking 
expecially for Proteus. Vigorous tretinoin 
therapy used three to four times daily, 


combined with full doses of erythromycin 
or tetracycline, may beehelpful. The evi- 
dence suggests that erythromycin is more 
effective than tetracycline. If you fail to 
get a good response, up to 600,000 units of 
tretinoin administered daily may be added. 
We have yet to see a case of serious acne 
that did not respond to that regimen. 

Dr. HERBERT GOLDSCHMIDT: Do you rec- 
ommend erythromycin as the treatment of 
choice or only for selected patients? 

Dr. KLIGMAN: Erythromycin is probably 
superior. Tetracycline has other problems 
attached to it, and erythromycin might be 
a safer choice. 

Dr. G. PANET-RAYMOND: This patient 
had been taking. tetracycline when we first 
saw him. He was supposedly allergic to it, 
and therapy with erythromycin and sul- 
fapyridine was initiated. The patient did 
not respond to these. He was then given 
lincomycin and responded well. 

Dr. Sosis: Recently a neonatal study of 
3,500 males (Lancet 1:121, 1970) showed a 
1-in-700 incidence of the XY Y chromosome 
complement. Voorhees found 2-in-100 out- 
patients with nodulocystic acne to have the 
XYY complement. This XYY complement 
is found at least 11 times more than would 
be expected in patients with nodulocystic 
acne. But even so, the number of XYY pa- 
tients in a nodulocystic acne group is going 
to be low. Therefore, unless one finds asso- 
ciated excessive height, aggressive behav- 
ior, or acne starting at a very young age, 
chromosome studies may not be necessary. 

DR. KLIGMAN: It is important to learn of 
those detected by routine cytogenetic anal- 
ysis. What percentage have no symptoms 
at all? 

Dr. Sosis: They do not know because 
they have only done these studies on neo- 
nates for a few years and are planning fol- 
low-up studies in the future. 

Dr. GOLDSCHMIDT: Dr. Butterworth, do 
you see more nodulocystic acne in your in- 
stitution? 

Dr. THOMAS BUTTERWORTH: No. 

Dr. BERNETT JOHNSON: Previous studies 
of the XYY chromosome and criminality 
were significantly slanted because all stud- 
ies originated in prisons. There is going to 
be a study by the Department of Psychia- 
try at the Philadelphia Naval Hospital. 
They will randomly examine people over 6 
feet tall to determine the incidence of the 
XYY chromosome. Whether nodulocystic 
acne is present or not will also be deter- 
mined. 
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a tar 


shampoo." 


And Vanseb®-T Cream Tar Shampoo 
doesn't smell like one either. Most tar 
shampoos are liquids that leave the hair 
dry, brittle and unmanageable with a 
characteristically unpleasant odor. 

Vanseb-T is effective as an adjunct in 
the treatment of seborrheic dermatitis. 
Yet Vanseb-T leaves hair soft and silky 
without the usual tar after-odor. 

Using Vanseb-T your patients get the 
activity of tar WITHOUT tar's usual 
cosmetic liabilities. 

Vanseb-T. The elegant tar shampoo 
that leaves hair the way your patients 
want it. 


Division of Allergan Pharmaceuticals 
Irvine, California 92664 


H H G. S. Herbert Laboratories 
| 


Vanseb-T 
Tar Shampoo 


Sulfur 296, salicylic acid 196, coal tar 
solution 596 (equivalent to 196 crude coal 
tar) in a blend of surfactants and 
protein. 
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Aveenooilated;: 


"Free-floating comfort" for widespread areas of dry, dehydrated skin. 
A bath that's rich in emollients to make skin soft and supple... 

plus the naturally soothing effect of Aveeno” Colloidal Oatmeal. 
Contents: AVEENO* Colloidal Oatmeal, liquid 

petrolatum and a specially selected emollient. 

Available: 8 oz. and 2 Ib. boxes. 


COOPER LABORATORIES, INC., WAYNE, NEW JERSEY 07470 
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Sebutone 


therapeutic tar shampoo 


Sebutone provides 72-hour therapy for hard-to-control scalp ioo ita 
and psoriasis. It penetrates, helps remove matted crusts and excess oil, a 
relieves itching. The unique Westwood? tar in Sebutone is both Senilis 


EJ and biologically standardized to assure uniform, effective therapeutic 
activity. Sebutone is safe to use regularly for your patients toughest scalp 

, problems. See PDR. In 4 fl. oz. bottles. 
e Contains: WESTWOOD? TAR (equivalent to 0.5% Coal Tar USP) in SEBULYTIC® brand of 


soapless cleansers and wetting agents, KEROHIYDRIC? emollient, sulfur 2%, and sali- 
cylic acid 996. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14913 
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News and Notes 


Second International Seminar of Ad- 
vances in Dermatology.—The Second 
International Barcelona Seminar of 
Advances in Dermatology will be held 
March 4-6, 1974 under the auspices 
of the Department of Dermatology 
(chairman, Prof José de Moragas) at 
the Hospital de San Pablo. Speakers 
will include Thomas B. Fitzpatrick, 
Boston, “Disorders of Melanin Pig- 
mentation”; Charles M. Lapiere, 
Liége, Belgium, “Disorders of the 
Connective Tissue"; José M. Mascaró, 
Valencia, Spain, "Benign Cutaneous 
Tumors"; Harold O. Perry, Rochester, 
Minn, "Pustular Dermatosis"; Joa- 
quin Pifiol, Barcelona, Spain, "Photo- 
dermatosis”; Klaus Wolf, Vienna, 
“Acantholysis and Acantholytic Dis- 
orders." 

To register, send a notice to the De- 
partment of Public Relations, Hospi- 
tal de San Pablo, Autonomous Uni- 
versity, Avda San Antonio M. Claret, 
167, Barcelona 13, Spain. 


International Symposium on Wound 
Healing.—From April 8-12, 1974, the 
International Symposium on Wound 
Healing will be held at the premises 
of the Medical Faculty of the 
Erasmus University in Rotterdam, 
the Netherlands. Sponsor of the sym- 
posium is the Dutch Gerrit Jan Mul- 
der Foundation, founded in 1972 for 
the promotion of scientific contacts 
and exchange of information be- 
tween research scientists in medicine. 

The primary purpose of this sympo- 
sium is to create a forum for surgeons 
and other medical specialists to ex- 
change ideas on wound healing. Cellu- 
lar and extracellular, physiological 
and mechanical aspects of wound 
healing; clinical aspects of bone, 
nerve, tendon, and visceral healing; 
pathological aspects of skin and bone 
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healing; and the pharmacology of 
healing are some of the subjects to be 
discussed. 

Twenty specialists of international 
repute from Austria, Great Britain, 
Sweden, Switzerland, and the United 
States will deliver lectures in their 
fields, followed by panel discussions 
and the presentation of free papers. 

Chairman of the symposium, which 
is expected to be attended by approxi- 
mately 500 medical specialists from 
all parts of the world, is the Rotter- 
dam general surgeon Prof H. Muller. 
Chairman of the Scientific Pro- 
gramma Committee is J. C. van der 
Meulen, MD, lecturer in plastic sur- 
gery at the Rotterdam Erasmus Uni- 
versity. Along with the symposium 
are scientific, technical, and book 
exhibitions. 


Symposium on T Cell and Skin.—A 
symposium on the T cell and the skin, 
as especially expressed in the Sezary 
syndrome, will be held at the Mayo 
Clinic, Rochester, Minn, Jan 26, 1974. 
Drs. R. K. Winkelmann, R. A. Good, 
M. Prunieras, M. Lutzner, R. Edelson, 
I. Green, A. Flandrin, H. Taswell, J. 
Turk, and R. Cormane will partici- 
pate. Registration inquiries should be 
sent to R. K. Winkelmann, Mayo 
Clinic, Rochester, Minn. 


Pacific Dermatologic Association Es- 
say Contest.-The 26th annual meet- 
ing of the Pacific Dermatologic Asso- 
ciation will be held in Las Vegas, 
Nev, Oct 13-18, 1974. 

Each year the Pacific Dermatologic 
Association encourages young derma- 
tologists to submit essays on original 
work. The Nelson Paul Anderson Me- 
morial Essay Contest is open to all 
physicians who are in graduate der- 


matologic training or who are not 
more than five years from completing 
such training. Essays may be sub- 
mitted by physicians residing in the 
geographical area of the Pacific Der- 
matologic Association: the western — 
United States (California, Oregon, 
Alaska, Nevada, Washington, Idaho, 
Utah, Arizona, Hawaii, Montana, 
Wyoming, Colorado, and New Mex- 
ico); British Columbia and Alberta, 
Canada; Mexico; Australia; New Zea- 
land; Japan; and the Philippines. The 
winning essayist will receive a cash 
prize of $500, and his expenses will be 
paid to the next annual meeting. Es- 
says will be judged on the following 
considerations: (a) originality of idea, 
(b) potential importance of work, (c) 
evaluation of results, (d) experimen- 
tal methods and use of control, and (e) 
clarity of presentations. Six copies of 
the essay shall be submitted under a 
nom de plume, with no information in 
the paper that will lead to recognition 
by the judges of the institution or 
clinie where the work was done. The 
essay with nom de plume shall be ac- 
companied by a plain sealed envelope 
enclosing the name and address and 
nom de plume of the author. Entries 
must be received by the secretary, 
Robert J. MeNamara, MD, 2828 Tele- 
graph Ave, Berkeley, CA 94705, not 
later than Sept 1, 1974. 


Occupational Skin Disease Course.— 
A two-day course will be given Feb 4 
and 5, 1974, at the University of Cali- 
fornia in San Francisco, under the 
auspices of the Department of Der- 
matology. The fee is $100. For an ap- 
plication for enrollment, contact De- 
partment M, Continuing Education in 
Health Sciences, University of Cali- 
fornia, San Francisco 94143. 
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Pennsylvania Academy of Dermatol- 
ogy:Meeting.—At the sixth annual 
meeting of the Pennsylvania Acad- 
emy of Dermatology, held in Hershey, 
Pa, the following officers were 
elected: president, James M. Flood, 
MD; vice-president, Robert F. Dickey, 
MD; and secretary-treasurer, Charles 
H. Greenbaum, MD. Drs. John 
McConahy and Harry Wechsler were 
appointed to the Executive Com- 
mittee as members-at-large. 

The seventh annual meeting will be 
- held at Seven Springs, Champion, Pa, 

Sept 20-22, 1974. 


Task Force on Learning Resources.— 
The Task Force on Learning Re- 
sources of the National Program for 
Dermatology has prepared a collec- 
tion of clinical dermatologic teaching 
slides. The first set of 50 slides repre- 
senting 31 disorders on the subject of 
cutaneous manifestations of systemic 
diseases is now available. The fee for 
these slides is $35 plus handling and 
postage charges. Interested persons 
can obtain this set directly from the 
Institute for Dermatologic Communi- 
cation and Education at 2785 Jackson 
St, San Francisco 94115. Billing for 
the slide sets will be made by the in- 


stitute after orders have been placed 
in the mail. 


North American Clinical Dermato- 
logic Society Memorial Essay Con- 
test.-The North American Clinical 
Dermatologic Society (NACDS) an- 
nounces the 1974-1975 Memorial Es- 
say Contest. The First Prize Award is 
$500 expense money to attend the 
NACDS annual meeting. (The recipi- 
ent's spouse will be most welcome to 
attend the meeting.) Also, this prize 
includes a $500 matching grant to the 
university training center of the win- 
ner's choice if he is a resident or to 
the Dermatology Foundation, a uni- 
versity center, or any other approved 
fund if he is a practicing dermatolo- 
gist. The Second Prize Award is $200, 
and the Third Prize Award is $100. 

The general rules are as follows: 

l. Essay Subject.—The NACDS Me- 
morial Essay Contest is for a concise 
paper pertaining to clinical dermatol- 
ogy. 

2. Eligibility of Contestants.—Eligi- 
bility of dermatologists for the essay 
contest will be restricted to all resi- 
dents and dermatologists in practice 
within five years of their residency. 
Practicing dermatologists must be 
board certified or board eligible. The 
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Wrong Spatz.—An incorrect given name was printed in the byline of the article, “Mi- 


paper shall be original and shall not 
have been previously submitted for 
publication. 3 

All manuscripts (in triplicate) and 
on plain paper bearing no identifying 
marks will be submitted to the secre- 
tary of the NACDS by June 1, 1974: 
Edmund F. Finnerty, MD, 510 Com- 
monwealth Ave, Boston 02215. 

The NACDS will retain publication 
rights to the first three winning pa- 
pers. The winner of the 1974-1975 
North American Clinical Dermato- 
logic Society Essay Contest may pre- 
sent his paper at the annual meeting 
in Athens-Dubrovnick, April 25-May 
10, 1975, or at the 1976 meeting. 


Clinical Dermatopharmacology Fel- 
lowship.—Applications are being ac- 
cepted for a fellowship in clinical der- 
matopharmacology jointly sponsored 
by the University of California, San 
Francisco, and Syntex Laboratories. 
It covers a one-year period starting 
July 1, 1974. The salary is $14,000 per 
year. Those interested should send 
a curriculum vitae to William L. 
Epstein, MD, Professor and Acting 
Chairman, Department of Dermatol- 
ogy, University of California, San 
Francisco 94143. 


crosporum persicolor Infection in the United States," published in the October AR- 
CHIVES (108:561-562, 1973). Stanley Spatz, MD, is a coauthor, not Samuel Spatz, MD. 
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When acne washes 
are not drying enou 


A thin film of Transact will dry the oiliest of 
complexions. Its degree of drying is controlled by 
the frequency of application. It’s clear, so it won't 
offend young, male sensibilities. It's pleasantly 
scented to aid in patient acceptance. It's greaseless, 
so it won't stain clothing when used on chest, 
shoulders, or back. But most importantly, it works 
... for your patient and for you. 


Contains: LIPOSEC^ brand of ee 
lauryl ether 6%, micropulverized sulfur 2 
alcohol 40%. See PDR. Supplied: 1 oz. chow 
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Transparent Medicated Acne Gel 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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HP CREAM 
High Potency 
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HP OINTMENT 
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Aristocort 


Triamcinolone Acetonide - 
Match the potency to the need... 4 


CED)» 2 Free of common sensitizers—no 
3E parabens or phenol preservatives 





in the creams; no lanolin 


Ne in the ointments. 
, | O Economical. 


O Fluorinated for topical 


effectiveness. 


CREAM 
egular Potency 
196 


Indications: For relief of inflammatory 
manifestations of corticosteroid- 
responsive dermatoses. 
Contraindications: Viral skin diseases, 
such as varicella and vaccinia; hyper- 
sensitivity to any component (not for 
ophthalmic use); when circulation is 
markedly impaired. 

Warnings: Safety of use in pregnancy 
has not been absolutely established. Do 
not use extensively, in large amounts, 
or for prolonged periods of time in 
pregnant patients. 





Precautions: If irritation develops, dis- 
R OINTMENT continue use and institute appropriate 
Hegular Potency therapy. In infections, use appropriate 
0.196 antifungal or antibacterial agents; if a 


favorable response does not occur 
promptly, discontinue the corticosteroid 
until the infection is adequately con- 
trolled. If extensive areas are treated or 
the occlusive technique is used, in- 
creased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions. 

Adverse Reactions: (local) Burning 
sensations, itching, irritation, dryness, 


LP CREAM 
Low Potency 
0.025% 





folliculitis, secondary infection, skin 
atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. 
Supplied: Cream 0.5% —Per Gm.: 
triamcinolone acetonide 5 mg., sorbic 
acid 0.1% and potassium sorbate 0.1% 
as preservatives; Cream 0.1% —Per 
Gm.: triamcinolone acetonide 1 mg., 
sorbic acid 0.1% and potassium sor- 
bate 0.196 as preservatives; Cream 
0.02596 —Per Gm.: triamcinolone ace- 
tonide 0.25 mg., sorbic acid 0.1% 

and potassium sorbate 0.196 as pre- 
servatives; all potencies are in a water 
base of mono and diglycerides, squa- 
lane, polysorbate 80 USP, polysorbate 
60, spermaceti USP, stearyl alcohol 
USP, and sorbitol solution USP. Oint- 
ment 0.5% —Per Gm.: triamcinolone 
acetonide 5 mg.; inactive ingredient: 
white petrolatum; Ointment 0.196 —Per 
Gm.: triamcinolone acetonide 1 mg.; 
inactive ingredient: white petrolatum. 
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A Division of American Cyanamid Co. 
Pearl River, New York 10965 
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contains Sodium Sulfacetamide. Pror m ell 
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SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 
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PRECAUTIONS: If excessive ennes. or irritation occurs, discontinue use temporarily. *Contraindications — 1 Hydrocortisone — skin tuberculosis, 
viral infection, herpes simplex, vaccinia or varicella. 2 Sulfacetamide — kidney disease or previous sensitivity to sulfonamides. 
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FOR TOPICAL USE ONLY 
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FOR TOPICAL USE ONLY 
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prohibits dispensing 
without prescription. 


CAUTION: Federal law 
prohibits dispensing 
without prescription. 











SYNTEX 


SYNTEX LABORATORIES. INC 
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AN 
DESCRIPTION e 
LIDEX cream 0.05% and LIDEX ointment 0.05% contain 
the active compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetgnide, has the 
chemical formula 6a, 9a- difluoro-118, 16a, X7, 21-tetrahy- 
droxypregna-1, 4-diene-3, 20-dione, cyclic 16, 17-acetal 
with acetone 21 -acetate. 
LIDEX cream contains fluocinonide in FAPG* cream, a 
specially formulated cream base consisting of stearyl alco- 
hol, polyethylene glycol 6000, propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle is 
greaseless, non-staining, anhydrous and completely water 
miscible. The base provides emollient and hydrophilic 
properties. In this formulation, the active ingredient is 
totally in solution. 


LIDEX ointment contains fluocinonide in a specially formu- 
lated ointment base consisting of Amerchol CAB, white 
petrolatum, propylene carbonate and propylene glycol. It 
provides the occlusive and emollient effects desirable in 
an ointment. In this formulation the active ingredient is 
totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment are effective be- 
cause of their anti-inflammatory, anti-pruritic and vasocon- 
strictor action. 


INDICATIONS 

LIDEX cream and ointment are intended for the relief of 
inflammatory manifestations of corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia and vari- 
cella. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation. 


PRECAUTIONS 

If irritation develops, the cream or ointment should be dis- 
continued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal 
or antibacterial agent should be instituted. 


If a favorable response does not occur promptly, the corti- 
costeroid cream or ointment should be discontinued until 
the infection has been adequately controlled. 


If extensive areas are treated, the possibility exists of 
increased systemic absorption and suitable precautions 
should be taken. 


Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in 
pregnant females has not absolutely been established. 
Therefore, they should not be used extensively on pregnant 
patients, in large amounts or for prolonged periods of time. 
LIDEX® (fluocinonide) cream and ointment are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have been reported 
with topical corticosteroids: 


itching folliculitis acneform eruptions 
dryness burning sensations hypopigmentation 
striae skin atrophy secondary infection 


DOSAGE AND ADMINISTRATION 
A small amount should be gently massaged into the af- 
fected area three or four times daily, as needed. 


HOW SUPPLIED 


LIDEX 0.05% Cream — 15 g. and 60 g. tubes 
LIDEX 0.05% Ointment — 15 g. and 60 g. tubes 
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Topical steroids have proved in the past 
to be most effective under occlusion, which 
seems to promote penetration. But, 
unfortunately, many patients dislike the 
problems and the cosmetic unsightliness 
of occlusive therapy and so may ignore 
physician instructions. However, there may 
be a way out of the dilemma: test results 
suggest that, when a topical steroid is 
formulated into a properly designed base, 
results without occlusion approach 
results obtained with the more cumber- 
some method. 


cclusive dressings have been success- 
fully used for a long time to increase 
‘the therapeutic effectiveness of topical 

corticosteroids. Such enhanced activ- 


ity has been attributed to the steroid's . 
improved penetration of the skin. 


But occlusive dressings obviously have their draw- 
backs — mainly those of patient acceptance. And if 
the patient resists occlusion and gives up the therapy, 
little good has been accomplished. 


There is another way of approaching the problem of 
increased steroid efficacy: formulate the steroid base 
to enhance penetration of the steroid into the skin. 
Extensive studies have shown that a steroid's release 
rate and skin penetration are primarily dependent on 
the base into which it is incorporated. So, in theory, 
manipulating the composition of the base can increase 
the activity of the steroid and its subsequent penetra- 
tion of the skin. 


However, many other factors also determine the com- 
position of the base, among them: cosmetic accept- 
ability, effect of the base on the chemical stability of 
the drug in various concentrations, plus factors of 
irritation and sensitization. The question really is — 
can a cosmetically acceptable vehicle into which a 
standard therapeutic steroid concentration is incor- 
porated also be designed to significantly enhance the 
penetration of the steroid into the skin? The following 
studies show that it can. The data obtained from such 
studies resulted in the formulation of two bases, a 
cream and an ointment, which enhance the effective- 
ness of the potent steroid, fluocinonide. 


o investigate the possible effects of 
vehicle composition on drug penetra- 
tion, fluocinonide in a 0.025% concen- 
tration was incorporated into mixtures 
‘of propylene glycol and water and 
L  — __|gelled with Carbopol resin. Such mix- 
tures are considered ideal because varying the con- 
centration of propylene glycol in the mixture also 
varies the solubility of the steroid, which in turn, has a 
great effect on the release rate. (Release and pene- 
tration must be considered together because they are 
consecutive events, interdependent and ultimately 
related.) 


A number of experimental measurements were made 
on gel systems containing from 0 to 100% propylene 
glycol. In addition to solubility determinations, the 
partition coefficients* for fluocinonide distributed 
between gels of differing propylene glycol composi- 
tion and isopropyl myristate were also experimentally 
measured. (Isopropyl myristate, an oily liquid, was 
selected as a model substance to simulate the lipoidal 
properties of skin.) Based on certain elements of diffu- 
sion theory, the product of the solubility and partition 
coefficient values for each gel composition was ex- 
pected to be predictive of drug bioavailability. The 
theoretical profile (PC x Cv) predicted by this analysis 
is shown in Figure 1. 


Subsequently, a number of other experimental corre- 
lations were made. These included 1) in vitro release 
studies, 2) in vitro skin penetration and 3) in vivo vaso- 
constriction assays performed on human subjects. 





*If a small amount of a substance is added to two immiscible liquids, it will 

become distributed between the two layers of liquid in a definite concen- 
tration ratio. This concentration ratio is known as the partition coefficient. 
In practice, it is a useful index of a drug's affinity for either the vehicle 
phase or the receptor phase (skin). 


The results are shown in Figure 1. All supported the 
theoretical analysis of vehicle effects on the percuta- 
neous absorption of fluocinonide, demonstrating that 
vehicle composition has a substantial effect on the 
steroid's bioavailability from topical dosage forms. 


Studies with other drug compounds, and with different 
concentrations of the same compound, suggest the 
vehicle design is a critical parameter in assuring opti- 
mal drug availability in topical therapy. 

The correlations obtained with the propylene glycol 
gel systems led to a working hypothesis for the design 
of the FAPG® cream and ointment bases for fluocino- 
nide. Figures 2, 3, and 4, which show in vivo vasocon- 
| striction and erythema suppression responses in 


Figure 1 


Correlation of various profiles for fluocinonide 
0.025% as a function of vehicle composition. 
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Figure 3 


Vasoconstriction 

and suppression 

of erythema 

produced by 

fluocinonide 

ointment with 

open and 

occluded 

application. 
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normal subjects by open and occluded metho dem- 

onstrate that the results of open application of fluo- | ... 

cinonide in the specially designedeFAPG?* bases are i 

almost equal to those results achieved by occlusion. 

Clinical studies have borne this out. "af 
Y UPS are a 


CONCLUSION: Drug release and skin 

consequence of the physical-chemical properties of both 4 
drug and vehicle. With a potent topical steroid and a 
properly designed base, the same excellent results that 

used to come only from occlusion can now be approached 
without occlusive dressings. These data also show that 

a universal vehicle is not really possible and stress the 

need for proper design in the formulation of efficacious 
topical products. 


Figure 2 


Vasoconstriction response by open and 
occluded application. 
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Figure 4 


Per cent of sites showing vasoconstriction after 
application for six hours of 3 mg. of FAPG? cream 
containing 0.05% fluocinonide. Vasoconstriction 
readings at 8, 24, 32 and 48 hours. Note that results 
by open techniques are almost equal to results 

in the occluded sites. 
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s ~ Lubriderm after S 
| breakfast will last 
through lunch. 


Lubriderm's precise oil-in-water emulsion works in three 
effective stages for long-lasting relief from dry skin discomfort. 

First, Lubriderm's aqueous outer phase provides 
supplemental moisture to cool and help soften dry skin. Next, 
the inner phase emollients and humectants form a non- 
sticky, non-greasy protective film. 

Finally, Lubriderm's soothing protection remains on the 
skin for hours, allowing the supplemental moisture to hydrate 
- the skin . . . and helping prevent further loss of natural 
—. moisture. 

" When you recommend Lubriderm, you recommend 
long-lasting relief for dry skin. 
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TEXAS PHARMACAL COMPANY San Antonio, Texas 78296 
The company that cares for your patients' skin. 








Pernox 
...Ihe thing 
to squeeze 
for acne 


Available in Both Regular 
and Lemon Scent 
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Proven Therapeutic Edge Over Acne 


§ Offers individualized therapy to meet the specific needs 


of each patient. L 


$ Dries and desquamates skin with a high degree of safety 2, 

and flexibility. | 2. 

b tL > > 
-X E» 

$ Combines polyethylene granules with sulfur and salicylic acid - Ka, y 

in a surfactant base. "d, v ES 
§ Predictable and controllable irritation for efficacy... Q 

without undue patient trauma. 3 
§ Indicated in the treatment of acne vulgaris in grades I, II, X Contents: Microfine granules of 


polyethylene in SEBULYTIC® brand 
of soapless cleansers and wetting 


. . e p a ^0/ ; CO e » ft 
Noticeabl ra id im rovement. agents. Also 2% sulfur, 1.5% salicylic 
Š il P acid. See PDR. In 2 oz. and 4 oz. tubes. 


® 
dta 
r Crnox 
gentle, medicated abradant 
lathering scrub cleanser 


and selected cases of grade III. 





«4 5 Outstanding patient acceptance and cooperation ...leaves the 
skin with a smooth clean feeling after the first Pernox wash. 





WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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computers 
30€ medicine 


the publication that tells you 
how physicians have put computers 
to work -- in practical, valuable ways 


This new bi-monthly publication 
reports on ways computer potential 
has been harnessed and used 
clinically and administratively in 
private practice, clinics, hospitals 
and medical societies. 

It brings you detailed descriptions 
of medical-computer systems in 
use now, those still in the 
developmental and experimental 
stages, and information on whom to 
contact for more details. Plus, it 
provides a forum to share your 
thoughts, ideas and computer 
experiences with other physicians. 


Let COMPUTERS AND MEDICINE 
start bringing you ideas. Order a 
subscription now! 


Subscriber Services 
AMA/535 N. Dearborn St./Chicago 
Ill. 60610 


Please send me the next 6 issues 
of COMPUTERS AND MEDICINE. 
My payment is enclosed. 


O $5.00 U.S., Possessions, Canada, 
Mexico 
O $7.00 All Other Countries 


Name 
Address 
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Valisone® 
brand of betamethasone valeraW 


Cream 0.1% / Ointment 0.1% / Lotion 0.1% / Aer 15% 


Clinical Considétations: Indications: 
VALISONE Cream and Ointment are indi- 
cated for relief of the inflammatory mani- 
festations of corticogeroid-responsive 
dermatoses. VALISON Lotion is indicated 
only in the topical management of seborrheic 
dermatitis of the scalp. VALISONE Aerosol 
is indicated, solely, for adjunctive topical 
management to relieve the inflammatory 
manifestations of acute contact dermatitis. 
Contraindications: Topical steroids are con- 
traindicated in tuberculosis of the skin and 
some viral diseases of the skin (varicella and 
vaccinia). Topical steroids are also contra- 
indicated in those patients with a history of 
hypersensitivity to any of the components 
of the preparations. VALISONE Aerosol is 
contraindicated for use under occlusive 
dressings. Warnings: Keep the spray of 
VALISONE Aerosol away from eyes and 
other mucous membranes; avoid inhaling. 
Avoid freezing of the tissue by not spraying 
for more than 3 seconds, at a distance not 
less than 6 inches. Contents are under pres- 
sure. Do not puncture. Do not store or use 
near open flame or heat. Do not expose to 
temperatures above 120° F. Keep out of 
reach of children. Never throw container 
into fire or incinerator. Precautions: If irri- 
tation or sensitization develops with the use 
of VALISONE products, treatment should 
be discontinued and appropriate therapy in- 
stituted. In the presence of infection, the use 
of an appropriate antifungal or antibacterial 
should be instituted. If favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection 
has been adequately controlled. If extensive 
areas are treated, or if the occlusive tech- 
nique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal 
suppression and systemic corticosteroid 
effects may occur; suitable precautions 
should be taken. In a few cases, ulceration 
has been reported with the use of topical 
steroids for skin conditions involved with 
impaired circulation (i.e., stasis dermatitis). 
Usage in Women of Childbearing Age: The 
use of any drug during pregnancy and the 
lactation period or in women of childbear- 
ing age requires that the potential benefits of 
the drug be weighed against the possible haz- 
ards to the fetus or infant. Topical cortico- 
steroids have not been reported to have an 
adverse effect on the fetus, but the safety of 
their use in pregnant patients has not been 
definitely established. They should not be 
used extensively or for prolonged periods of 
time in pregnant patients, unless the condi- 
tion requiring treatment warrants the risk. 
VALISONE products are not for ophthalmic 
use. Adverse Reactions: The following ad- 
verse reactions have been reported with 
topical corticosteroids: burning, itching, ir- 
ritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings than without such 
therapy: maceration of the skin, secondary 
infection, atrophy of the skin or subcutane- 
ous tissues, striae, miliaria. Dosage and Ad- 
ministration: VALISONE Cream and Oint- 
ment are applied as a thin film over the 
affected skin areas one to three times a day. 
Clinical studies of VALISONE have indi- 
cated that dosage once or twice a day is 
often feasible and effective. Apply a few 
drops of VALISONE Lotion to the affected 
area of the scalp and massage lightly until it 
disappears. Apply twice daily, in the morn- 
ing and at night. Dosage may be increased 
in stubborn cases; following improvement, 
apply once daily. Apply VALISONE Aero- 
sol three to four times a day. The container 
may be held upright or inverted during use. 
The spray should be directed onto the af- 
fected area from a distance of approximately 
6 inches and applied for only 3 seconds. 
For more complete details, consult Schering 
literature available from your Schering Rep- 
resentative or Professional Services Depart- 
ment, Schering Corporation, Kenilworth, 
New Jersey 07033. 
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Now you have a choice 
s Aguacare.® / HP Cream (10% urea 
for use on localized, severe, dry skir 
conditions 


= Aquacare/HP Lotion (10% urea 
when an economical, high potency 
urea preparation is needed fo: 

2m | all-over body use 


= Both offer your patients a silky 
smooth, potent preparation for resistan 
cases of xerotic, scaly skin 


Dm Increased emolliency and 109 
sE. urea combined with the prover 
; 25 Aquacare base yield an effective 
| > cosmetically acceptable adjunc 
| | for resistant cases of xerotic 
oa. | scaly skin 
ume i 


If you would like samples o 
the Aquacare family t 
evaluate in you: 

practice, simply check of 
the samples you desire 
and we will send you « 
generous supply 





2525 Dupont Drive, Irvine, California 92664 
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Guides to the Evaluation of ^,- 








GUIDES TO 
THE EVALUATION OF 
PERMANENT IMPAIRMENT 


Permanent Impairment — 


American Medical Association 
535 North Dearborn Street/Chicago, Illinois 60610 


Please send me_______copy(ies) of GUIDES TO THE 
EVALUATION OF PERMANENT IMPAIRMENT. OP-298 
at $5.00 each ($2.50 for medical students, interns, resi- 
dents). My payment of is enclosed. 


Name 


Address 





Indispensable for the physician involved in the 
disability rating process! This complete, up- 
to-date guide covers every conceivable kind 
of permanent impairment, including mental 
disorders, that could enter into a disability 
award. 

The Guides provide a comprehensive, prac- 
tical system for the numerical evaluation of 








of an Image 
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permanent impairment by individual body 
systems or the whole man. 

Based on articles originally appearing in 
the Journal of the American Medical Associ- 
ation, revised and updated to include the most 
recent data, the Guides is unique in its field. 

If you serve the handicapped, it will quickly 
become your standard reference. 
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authority, reliability, integrity, specialization. 
High editorial standards assure accuracy—time- 
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See 


liness — relevancy in the manuscripts, clinical 


reports and material published every month. 
Read your AMA Specialty Journal—an important 


part of your continuing medical education. 


AMERICAN MEDICAL ASSOCIATION 
535 North Dearborn Street 
Chicago, Illinois 60610 
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her 728,634th dish is washed: now her hant 
may be ready for NILSTAT... Day in, day out, for ye es S 


been ide dishes for d family. Her hands are macerated from con ; 


conducive environment for Candida albicans. 


a 





And if dermal lesions caused by Candida albicans appear, NILSTAT Credia pem Üint- 


ment topical antibiotics with antifungal activity can be effective. If intestinal moniliasis 


is also present, NILSTAT Tablets may be prescribed. 


Nilstat for effective MONS. therapy | i 


Nystatin. Topital Crea 100, O00 Uni Gm. 


Topical Cream Topical Ointment 
100,000 Units/Gm. 100,000 Units/Gm. 
15 Gm. Tubes, 5 Ib. Jars 15.Gm. Tubes 


Inactive Ingredients: in a vanishing cream Inactive Ingredients: Light Mineral Oil and 
water base: Ethoxylated Stearyl Alcohol,  Plastibase 50 W. 

isopropyl Myristate, Glycerin, Lactic Acid, 

Sodium Hydroxide. Preserved with 0.2% 

Sorbic Acid. 


Indications: For the treatment of cutaneous or mucocutaneous mycotic infections caused 
by Candida species (Monilia). 
Contraindications: Hypersensitivity to the drug. 


Adverse Reactions: Virtually nontoxic and nonsensitizing; well tolerated by all age 
groups, even on prolonged administration. 
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Oral Tablets a mt 
500,000 Units/Tablet d ud Voc EM 
100'sandUnitDose 10x10s . Noo 
Indications: For the treatment of intestinal. EN 
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rug “ar 
Adverse Reactions: Nausea and vomiting. we = | 
G.I. distress. Diarrhea. P^ “ie 
Es 
LEDERLE LABORATORIES ss ~ TUNE 
A Division of American Cyanamid Company E 
Pearl River, New York 10965 T 
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There are never-ending 
wars in America 





There is ongoing strife with self, society, serenity, and sanity. 
Against the inner pains and outer pressures which confront us con- 
stantly, some people cope calmly. Some don't. 


Psychiatrist Jan Fawcett presents a collection of articles by con- 
cerned researchers who have sought to delve into the whys and where- 
fores of those explosions of human pathological aggression in this 
society. 


Read Dynamics of Violence. Read it critically. Read it with com- 
passion and with concern. Become aware of the sometimes intangible 
pressures frequently exerted on others--pressures that may produce 
all too tangible results. Then look at your community and its re- 
sources. Reach out. Try to understand, to help. To seek. To solve 


Dynamics of Violence 


Edited by Jan Fawcett, M.D. 
198 pages, $3.95 
Available from the American Medical Association 


DYNNVICS 
NIOLENCE 


American Medical Association 
Nu 535 North Dearborn Street/Chicago, lllinois 60610 


Send me. | . copy(ies) of Dynamics of Violence 

$3.95 (OP-240) My payment of $ 1 is enclosed. * 
NA Loss rc uiis ur SMEs Os elut nece Qn E. 
CLD,” ^ uo RE IE ae e A ae, se eiias. x 
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LEA & FEBIGER Presents 


Vhree New Books of Interest 


* CONTACT DERMATITIS, Second Edition 


This book is of considerable aid to physicians in the management of irritant and al- 
lergic reactions resulting from exposure to contactants encountered in modern daily 
life at work and play. More than 900 contactants, of which 700 are cutaneous sensi- 
tizers, the rest being primary irritants, are described. Prevention and treatment are 
stressed. Specific recommendations are given for the prevention and treatment of 
the different types of contact dermatitis which may vary from drying and fissuring 
to third degree burns, to widespread eczematous eruptions and contact granulo- 
mas. It is almost entirely rewritten to include material from studies of the Interna- 
tional and North American Contact Dermatitis Research Group. 


By ALEXANDER A. FISHER, M.D., Clinical Professor, Department of Derma- 


tology, New York University Post-Graduate Medical School, New York. 448 pp. 
(7 x 10), 14 plates in color, 1973, $19.50. 


* DRUG INTERACTIONS, Second Edition 


The clinical significance of drug-drug interactions and the effects of drugs on clini- 
cal laboratory results are presented in this work in a clear, concise manner that can 
be easily utilized in actual practice. The 2nd edition of this highly popular book has 
been thoroughly updated to include new drugs and newly discovered drug-drug in- 
teractions, and a fair amount of duplicated material from the first edition has 
been removed to allow the addition of new information without excessive increase 
in the size of the book. A unique type coding system is used throughout the text and 
index and is the key to effective use of this book. 


By PHILIP D. HANSTEN, Pharm.D., Research Associate, Division of Clinical 
Pharmacology, Stanford University School of Medicine, Stanford, California. 491 
bb. (5-1/4 x 7-3/4), Soft cover, 1973, $9.50. 


* PRINCIPLES OF MODERN IMMUNOBIOLOGY: 


A 


Basic and Clinical 


This concise overview of the fundamental concepts of modern immunobiology pre- 
sents both the basic and clinical points of view of this increasingly important sub- 
ject. Information is presented in an easily comprehendible style and language that 
enables the reader, be he student or practitioner, to orient himself with the essen- 
tial points in the shortest time possible. The most recent developments in this field 
are presented to enable the practitioner to keep up to date and to better follow 
trends in research. 


By BYUNG H. PARK, M.D., Associate Professor of Pediatrics, University of 
California at Los Angeles; and ROBERT A. GOOD, M.D., Ph.D., President and 
Director, Sloan-Kettering Institute for Cancer Research, New York, New York. 
617 pp., 89 illus., Ready March 1974. 


Order from your favorite bookstore or: 


LEA & FEBIGER 


WASHINGTON SQUARE / PHILADELPHIA, PA. / 19106 


Specialty 
Journals 


PUBLISHED MONTHLY BY 
THE AMERICAN MEDICAL ASSOCIATION 





General Psychiatry 
Neurology 
Diseases of Children 
Pathology 
Surgery 
Dermatology 
Ophthalmology 
Otolaryngology 
Environmental Health 


Internal Medicine 


For a more complete reference shelf, subscribe 
to these specialty journals. Each journal offers 
the latest medical research and developments of 
outstanding scientists and is edited by prominent 
authorities in each field. These journals are of 
value not only to the specialist, but to the gen- 
eral practitioner as well. Use the form below to 
order your subscription. 
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AMERICAN MEDICAL ASSOCIATION 
535 N. Dearborn St., Chicago, Ill. 60610 
Please enter my subscription to: 


For the following term: [ ] 1 year $12.00 or [ ] 2 years 
$18.00 (U.S. Poss, Canada, Mexico); [ ] 1 year at 
$25.00 or [ ] 2 years at $35.00 (All other countries.) 


name 
street 
city 
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CHOOSE FROM THESE CLASSIFICATIONS: 


Apparatus for Sale Interns and Residents 
Assistants Wanted Wanted 

Locum Tenens Wanted 
Associates Partners Wanted 
Directors Physicians Wanted 


Practices for Sale 
For Rent Real Estate for Sale 
Clinics, Hospitals, Situations Wanted 
Laboratories, Sanatoria Miscellaneous for Sale 


WRITE TODAY TO: 
THE JOURNAL OF THE 
AMERICAN MEDICAL ASSOCIATION 


CLASSIFIED ADVERTISING DEPARTMENT 
535 North Dearborn Street / Chicago, Illinois 60610 
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EMULSIFICATION ALONE DUAL-DEGREASING IONIL 
leaves some skin oils behind. Commonly-used emulsified and dissolved the cholesterol 
emulsifier with water failed to dissolve cholesterol for thorough dual-degreasing action. 


(a component of sebum) in this test tube. 
IO: SYSTEM 


ual-degreasing 
makes the 
difference 


et loni T 


Nonionic/cationic dandrutt shampoos 


Lemon scented abradant cleanser 


lonzbi Foam 


Oily skin cleanser 


lonil Contains: Salicylic acid 2% and benzalkonium chloride 0.2% in a blend of Owenethers™ (ethoxylates), alcohol 13%. 
BY, V/ a" qu Laboratories lonil T Contains: lonil and Owentar® (specially processed form of coal tar solution). lonax Scrub Contains: Polyethylene 
atk . Box 34630 granules; Owenethers™ (ethoxylates); alcohol 12% and benzalkonium chloride 0.25% in a nonionic/cationic base. 





Relieves dry skin with the first bath or shower 


Supplied: 4, 8, and 16 fl. oz. 


Westwood Pharmaceuticals Inc., Buffalo, N.Y. plastic bottles 
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O Authors whose "first" language is not English should arrange 
for their manuscripts to be written in idiomatic English prior to 
submission. 
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study, results, and conclusions. The abstract replaces the sum- 
mary. 
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clude (1) author, (2) title, (3) journal name (as abbreviated in Jn- 
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book, (5) city of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
included when appropriate. The author is responsible for the accu- 
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titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 
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mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. If transparencies are mounted 
in frames or glass, the material should be carefully packed in 
gauze and sent with the manuscript in a separate container or be- 
tween two pieces of pressboard. 
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ings, on a separate sheet of 22 x 28 cm (8% x 11 inch) paper. Do 


not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

C] Tables should be arranged so that when printed they will not be 
wider than three columns of ARCHIVES body type. Generally thr 
six, or nine typewritten columns of data (including stub, or 1 
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Indications: For relief of 
inflammatory manifestations 

of corticosteroid-responsive 
dermatoses. 

Contraindications: Viral skin dis- 
eases, such as varicella and 
vaccinia: hypersensitivity to any 
component (not for ophthalmic 
use); when circulation is markedly 
impaired. 

Warnings: Safety of use in preg- 
nancy has not been absolutely 
established. Do not use extensively. 
in large amounts, or for prolonged 
periods of time in pregnant patients. 
Precautions: |f irritation develops, 
discontinue use and institute ap- 
propriate therapy. In infections, use 
appropriate antifungal or antibac- 
terial agents; if a favorable response 
does not occur promptly, discon- 
tinue the corticosteroid until the 
infection is adequately con- 

trolled. If extensive areas are 


Adverse Reactions: (local) 

Burning sensations, itching, 

irritation, dryness, folliculitis, 
secondary infection, skin atrophy, 
striae, hypertrichosis, acneform 
eruption and hypopigmentation. 
Supplied: Cream 0.5% — Per Gm.: 
triamcinolone acetonide 5 mg., 
sorbic acid 0.1% and potassium 
sorbate 0.1% as preservatives; Cream 
0.1% —Per Gm.: triamcinolone 
acetonide 1 mg., sorbic acid 0.1% and 
potassium sorbate O.176 as preserva- 
tives; Cream 0.02596 — Per Gm.: 
triamcinolone acetonide 0.25 mg., 
sorbic acid 0.1% and potassium sor- 
bate 0.1% as preservatives; all poten- 
cies are in a water base of mono and 
diglycerides, squalane, polysorbate 
80 USP, polysorbate 60, spermaceti 
USP, stearyl alcohol USP, and sor- 
bitol solution USP. Ointment 

0.5% —Per Gm.: triamcinolone 
acetonide 5 mg.; inactive 
ingredient: white petro- 
latum; Ointment O. 1% — 
Per Gm.: triamcinolone 
acetonide 1 mg.; inactive 
ingredient: white 
petrolatum. 
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Fluorinated for topical effectiveness. 
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Alpha Keri therapeutic bath oil has a proven ability 
to hold in moisture which has been 
adsorbed during a bath. The special formula disperses 
evenly throughout the water and a 
microfine, nongreasy film is uniformly desposited upon 
the skin to help relieve itching and 
dryness. The special emollients which cling to the skin 
a lubricate and soften irritated areas | 
as well as supplement the action of natural skin lipids. 
Alpha Keri cleanses and protects the skin 
without the need for harsh soaps. Available in 4, 8, and 
16 fl. oz. shatterproof plastic bottles. 
For dry, scaly, itchy skin. 
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(Iriamcinolone Acetonide Cream USP): 
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" Kenalog Cream 


(Triamcinolone Acetonide Cream USP) 
Formulated with Vancrol (propyiene glycol vanishing-cream base ) 


KENALOG® CREAM 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%) 


KENALOG® CREAM 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) 


DESCRIPTION Kenalog Cream 0.1% and Kenalog Cream 
0.025%, formulated especially for use on moist, weeping 
lesions, provide respectively 0.1% and 0.025% triamcinolone 
acetonide in an aqueous vanishing cream base. The cream 
base also contains propylene glycol, cetyl alcohol, glyceryl 
stearates, spermaceti, isopropyl palmitate, and polysorbate 60. 
ACTIONS Triamcinolone acetonide cream is effective because 
of its anti-inflammatory, antipruritic and vascoconstrictor 
actions. 

INDICATIONS Kenalog (Triamcinolone Acetonide Cream 
U.S.P.) 0.1% and 0.025% Cream is intended for topical use 
for the relief of inflammatory manifestations of acute and 
chronic corticosteroid responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in vaccinia, varicella, and in those patients with a history 
of hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS General—If local infection exists, suitable 
concomitant antimicrobial therapy should be administered. 

If a favorable response does not occur promptly, application 
of the corticosteroid should be discontinued until the infection 
is adequately controlled by appropriate measures. 

Although systemic side effects are rare with topical 
corticosteroid preparations, their possible occurrence must be 
kept in mind particularly when these preparations are used 
over large areas or for an extended period of time. 

If local irritation or sensitization develops, the preparation 
should be discontinued and appropriate therapy instituted. 

These preparations are not for ophthalmic use. 

Usage in pregnancy: The safety of topical steriod prepara- 
tions during pregnancy has not been absolutely established; 
therefore, they should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steroids; their extensive use increases the possibility of 
systemic effects. For patients with extensive lesions it may be 
preferable to use a sequential approach, treating one portion 
of the body at a time. The patient should be kept under close 


Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 

Thermal homeostasis may be impaired if large areas of the 
body are covered. Use of the occlusive dressing should be 
discontinued if elevation of the body temperature occurs. 

Plastic films are often flammable and patients should be 
warned when using such materials. Extreme caution should 
be employed when films are used on children so that the 
possibility of suffocation is avoided. 

Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive and 
a substitute material may be necessary. 

If infection develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The following 
may occur more frequently with occlusive dressings than 
without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. Contact 
sensitivity to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 

DOSAGE AND ADMINISTRATION Kenalog Cream 0.1 96 
(Triamcinolone Acetonide Cream U.S.P. 0.1%): Apply to 
the affected area 2 or 3 times daily. Rub in. 

Kenalog Cream 0.02596 (Triamcinolone Acetonide Cream 
U.S.P. 0.025%): Apply to the affected area 2 to 4 times daily. 
Rub in gently. 

Occlusive Dressing Technique—Gently rub a small amount 
of the cream into the lesion until it disappears. Reapply the 
preparation leaving a thin coating on the lesion and cover 
with a pliable non-porous film. If needed, additional moisture 
may be provided by covering the lesion with a dampened 
clean cotton cloth before the plastic film is applied or by 
briefly soaking the affected area in water. 

The frequency of changing dressings is best determined on 
an individual basis. Reapplication of the preparation is 
essential at each dressing change. 

HOW SUPPLIED The 0.1% Cream is available in tubes of 
5. 15, and 60 g. and in jars of 240 g. (8 oz.) and 5 Ib. 

The 0.025% Cream is available in tubes of 15 and 60 g. 
and in jars of 240 g. (8 oz.) and 5 Ib. 


observation if treated with the occlusive technique over large 
areas and over a considerable period of time. 
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and Web Dad A Westwood? Tar. Alpha Keri water-dispersible 
softens the skin and helps relieve itching while the tar is emollient tar 
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Effective adjunctive therapy 


for all corticosteroid-responsive dermatoses 


INDICATIONS: For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses 

CONTRAINDICATIONS: Topical steroids are contraindi- 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 
of the components of the preparation 

PRECAUTIONS: If irritation develops. the product should 
be discontinued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does 
not occur promptly. the corticosteroid should be discontinued 
until the infection has been adequately controlled. If extensive 
areas are treated or if the occlusive technique is used. the possi- 
bility exists of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy. the safetv of their use in pregnant females has not 
absolutely been established. Therefore. they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. The product is not for ophthalmic use 

ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids: burn- 
ing. itching. irritation, dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. The following may occur 
more frequently with occlusive dressings than without such ther- 
apy: maceration of the skin, secondary infection, skin atrophy, 
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Unretouched photographs of patients on Grade Ill 


Retin-A brand tretinoin Pustular 
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-— | the efficacy of Retin-A in treating acne vulgaris" 


Of 372 patients (with grades |, II, and IIl acne) in 16 

well-controlled double-blind studies, Retin-A Liquid 

| and Saturated Swabs produced good to excellent 
responses in 72.896 and poor to fair responses in 

; 27.296 , with adverse reactions in less than 296. Qf 8 

P other patients (with grades Il and III acne) infan- 
domized double-blind studies, Retin-A Cream pro- 

duced good to excellent responses in 62.396 and poor 

to fair responses in 37.7%, with adverse reactions in 

only one patient.** 
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the flexibility of Retin-A in treating acne vulgaris" 


Saturated Swabs (0.05%), Liquid (0.05%), and 
Cream (0.1%) 


the titration technique with Retin-A 
avoids excessive erythema and 
helps achieve clinical success 


Physician Supervision for Acne Vulgaris* grades I, II, 
and III includes: 

1. Frequency of application: once a day or as indicated 
2. Dosage strengths: 0.0596 and 0.196 for patients' 
accommodation 

3. Dosage forms: Saturated Swabs, Liquid, and Cream 
4. Adjunctive measures: (a) avoid other topical medi- 
cations, medicated cosmetics, and perfume products; 
(b) use mild soap and shampoo (such as PURPOSE 
brand Soap and PURPOSE brand Shampoo), and 

(c) gently wash face no more than 2 or 3 times a day. 
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when you get specific 
about acne vulgaris* 


RA 


by prescription only 


*Primarily grades I, Il, and III in which 
comedones, papules, and pustules 
predominate. It is not effective in 
most cases of severe pustular and 
deep cystic nodular varieties (acne 
conglobata). 


**Data on file in the Department of 
Clinical Research, Johnson & Johnson. 
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an ethical specific from the 
Dermatological Division of 


For prescribing information, 
see last page of this advertisement. 
© Johnson & Johnson 1974 


About as specific 
d$ you €an-get. 


T 


E 
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Evidence to daté suggests it 

acts deep within the follicülar canal 
to expel existing comedones, 
break up their precursors, and 
prevent formation of new ones 





Reti nA 
tretinoin 
Saturated Swabs 0.05% 


Liquid 0.05% 
Cream 0.1% 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of stearic acid, isopropyl myristate, polyoxyl 40 stearate, stearyl 
alcohol, xanthan gum, sorbic acid, and butylated hydroxytoluene. 


Instruct patient to: 

e Wash face gently no more than 2 or 3 times daily. 
Pat face dry with towel (don’t rub). 

€ Wait 15-20 minutes before applying RETIN-A. 
Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. 

€ Use mild soap and shampoo (PURPOSE Brand 
Soap; PURPOSE Brand Shampoo). 

€ Avoid excessive exposure to extremes of climate 
(sun, wind, cold) since these tend to dry and burn 
the skin. 


General instructions for the patient: 

€ Avoid using the medication at the corners of the 
mouth, nose, eyes, or on other sensitive areas. 

€ Avoid using other topical acne preparations. They 
may interfere with the action of the medication. 

€ Excessive use of the product will not produce 
more rapid or better results — but may cause 
unnecessary irritation. 


Whenever a mild soap or shampoo is indicated: 


PURPOSE Brand Soap and PURPOSE Brand Shampoo 





Indications: RETIN-A Brand tretinoin is indicated for topical applica N 
tion in the treatment of acne vulgaris, primarily grades |, Il, and III in 
which comedones, papules, and pustules yedomgfate. It is not effec! '% 
tive in most cases of severe pustular and*de ic nodular varieties 
(acne conglobata). 
Contraindications: Use of the product should be discontinued if . 
hypersensitivity to any of the ingredients is noted. Weser ay x 
Warnings: RETIN-A Brand tretinoin should be kept away from the eyes, 
the mouth, angles of the nose, and mucous membranes. Topical use 

may induce severe local erythema and peeling at the site of applica- ^4 
tion. If the degree of local irritation warrants, patients should be 

directed to use the medication less frequently, discontinue use . 
temporarily, or discontinue use altogether. Tretinoinhas been re- 

ported to cause severe irritation on eczematous skin and should be 

used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient's 
skin until the effects of peeling agents subside before use of RETIN-A 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized dur- 

ing the use of RETIN-A Brand tretinoin and patients with sunburn 

should be advised not to use the product until fully recovered because 
of heightened susceptibility to sunlight as a result of the use of 

tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 

Similar precautions are advisable with regard to the use of medicated 

or abrasive soaps and cleansers, soaps and cosmetics that have a strong 
drying effect, and products with high concentrations of alcohol, 
astringents, spices, or lime. 

If medication is applied excessively, no more rapid or better results 

will be obtained and marked redness, peeling, or discomfort may 

occur. 

Adverse Reactions: The skin of certain sensitive individuals may be- 
come excessively red, edematous, blistered, or crusted. If these effects 
occur, the medication should either be discontinued until the integrity 

of the skin is restored or the medication should be adjusted to a level 

the patient can tolerate. Temporary hyper- or hypopigmentation has 
been reported with repeated application of RETIN-A Brand tretinoin. 
Some individuals have been reported to have heightened susceptibility 
to sunlight while under treatment with RETIN-A Brand tretinoin. To 

date, all adverse effects of RETIN-A Brand tretinoin have been reversi- 
ble upon discontinuation of therapy. (See Dosage and Administration 
section.) : 
Dosage and Administration: Cream: RETIN-A Brand tretinoin cream 
should be applied once a day, before retiring, to the skin where acne 
lesions appear, using enough to cover the entire affected area lightly. 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 

day, before retiring, to the skin where acne lesions appear, spreading 

the medication over the entire affected area. One swab supplies 

enough of the preparation to treat an area the size of the face. If other 
sites are treated, such as the back, additional swabs should be used. 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a day, 
before retiring, to the skin where acne lesions appear, using enough to 
cover the entire affected area lightly. The preparation may be applied 
using a fingertip, gauze pad, or cotton swab. If gauze or cotton is 
employed, care should be taken not to oversaturate it to the extent 

that the liquid would run into areas where treatment is not intended. 
Application may cause a transitory feeling of warmth or slight stinging. 
In cases where it has been necessary to temporarily discontinue 

therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of in- 
flammatory lesions may occur. This is due to the action of the medica- 
tion on deep, previously unseen comedones and papules. 

Therapeutic results should be noticed after two to three weeks. Results 
may not be optimal until after six weeks of therapy. Once the acne 
lesions have responded satisfactorily, it may be possible to maintain 

the improvement with less frequent applications. 

Patients treated with RETIN-A Brand tretinoin may use cosmetics, but 

the areas to be treated should be cleansed thoroughly before the medi- 
cation is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 

1) Foil-covered swabs saturated with 0.05% strength liquid, in boxes 

of 30. 

2) Amber bottles containing two fluid ounces of 0.05% strength lic 

3) One-ounce tubes containing a bland hydrophilic cream with 

tretinoin at 0.1% strength. 
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| goce with this. 
new combination 
T for psoriasis 


M Lotion 
i witha 
P fluorinated steroid 


.. Now, for psoriasis, many me 


EC > combining TarDoak Lotion ee 
EC ling 5% Tar Distillate Doak) with; 

i3 their preferred fluorinated steroid 
cream. Psoriatic patients ' were treat ed | 
with a 1:1 mixture of TarDoak Lc | 
and flurandrenolide : cr 2am he 
It was reported, “very useful, e: 
in the treatment oe itertrigi 
lesions." 80% oft ne pat 
ferred this lotion ti 
psoriatic repeat 


This combination therap y ke eps 
of the patient in your hands. YE 
manage dosage strength, red 

the steroid in response to your 
patient’s progress. You may find; 
this investigator did, “Later, to my 
surprise, the lotion alone seemed 
quite effective.” 


Write for professional samples: 
Doak Pharmacal Company, Inc. 
700 Shames Drive 

Westbury, New York 11590 


lotion 


with a fluorinated steroid 


A logical combination: 
it works 


The secret is Tar Distillate Doak, the 
tar derivative with the therapeutic 
effectiveness of crude coal tar and 
practically none of the negative char- 
acteristics. In many hundreds of cases, 
‘‘Doak’s tar distillate is absolutely 
identical with crude coal tar in its 
efficacy in dry neurodermatitis, lichen 
Vidal and psoriasis ... in comparative 
tests on right and left (I) could not 
discover any difference exceptina 
single case of verrucous thickly 
infiltrated indurated lesion of 
psoriasis of the ankle.”? 


1. Horvath, Peter: “New Tar Lotion 
for the Local Treatment of 
Psoriasis,” The Schoch Letter, 
April, 1970. 


2. Rothman, Stephen: 
Personal communication. 





Now try something better for 

Scalp psoriasis and seborrhea: 

A new therapeutic regimen 

combining Doak Oil (contain- 

ing 296 Tar Distillate Doak) i 
with your preferred fluorinated 

steroid...and shampooing 

with Tersatar. : to three ince — 

It works. eea E dissi RE 
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A Fluorinated 
Steroid 


* Write for details of the new combination therapy, 
clinical reports and professional samples, to: 


Doak Pharmacal Company, Inc. 
_ 700 Shames Drive 3 
Westbury, New York 11590 





Somfort...naturally 


„being happy 
and free 
of care. 
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Carefree cleansing and comfort 
for dry, troubled hands and skin. 


Emulave 





and hydrates dry, cracking skin. Contents: Each 3 oz. bar contains 
a combination of vegetable oils, hypoallergenic lanolin derivatives, 
and glycerine 29%, Aveeno“ Colloidal Oatmeal, 30%; 

in a sudsing, soap-free base containing 

a mild surfactant. 


Goper 


COOPER LABORATORIES, INC., WAYNE, NEW JERSEY 07470 


An emollient-rich, soap-free cleansing bar which comforts, soothes, 


M E 


322-6 


313 


antipruritic 


antibacterial 





 thebare- 
facts... 





It's plain to see that you need more than PRECAUTIONS | x oe ! 
s ° ° May prove irritating to sensitized skin in rare cases. If this occurs, 
an ordinary topical steroid to clear a discontinue therapy. May stain. 
HP, Re . . ^ If used under occlusive dressings or for a prolonged period, watch 
dermatitis infected with fungi or bacteria. for signs of pituitary-adrenal axis suppression. 
. . . . May interfere with thyroid function tests. Wait at least one month 
Vioform-H ydrocortisone, with its four- after discontinuance of therapy before performing these tests. The 
. . ] ferric chloride test for phenylketonuria (PKU) can yield a false- 
Way action, provides the kind of comprehen- positive result if Vioform is present in the diaper or urine, 
. ste rolonged use may result in overgrowth of nonsusceptible organisms 
sive therapy many common dermatoses* requiring appropriate therapy. Nc alles 
° ADVERSE REACTIONS 
require. Few reports include: Hypersensitivity, local burning, irritation, 


pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas. 


*This drug has been evaluated as possibly effective for these indica- 
tions. See brief prescribing information. 


i ® 1 DOSAGE 
. Vioform-Hydrocortisone j Apply a thin layer to affected areas 3 or 4 times daily. 
HOW SUPPLIED 
(iodochlorhydroxyquin and hydrocortisone) Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
INDICATIONS . stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
Based on a review of this drug by the National Academy of water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
Sciences-National Research Council and/or other information, and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
FDA has classified the indications as follows: Lotion, 3% iodochlorhydroxyquin and 1% hydrocortisone in a water- 
"Possibly" effective: Contact or atopic dermatitis; impetigi- washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
nized eczema; nummular eczema; infantile eczema; endog- pylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
enous chronic infectious dermatitis; stasis dermatitis; methylparaben, propylparaben, and perfume Flora in water; plastic 
pyoderma; nuchal eczema and chronic eczematoid otitis squeeze bottles of 15 ml. Mild Cream, 396 iodochlorhydroxyquin 
externa; acne urticata; localized or disseminated neuro- and 0.596 hydrocortisone in a water-washable base containing 
dermatitis; lichen simplex chronicus; anogenital pruritus steary! alcohol, cetyl alcohol, stearic acid, petrolatum, sodium . 
(vulvae, scroti, ani); folliculitis; bacterial dermatoses; my- lauryl sulfate, and glycerin in water; tubes of Y2 and 1 ounce. Mild 
cotic dermatoses such as tinea (capitis, cruris, corporis, Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone in a 
pedis); moniliasis; intertrigo. Nas petrolatum base; tubes of ¥2 and 1 ounce. 
Final classification of the less-than-effective indications Consult complete product literature before prescribing. 


requires further investigation. 





CIBA Pharmaceutical Company 

Division of CIBA-GEIGY Corporation 

CONTRAINDICATIONS Summit, New Jersey 07901 2/4857 17 
Although topical steroids have not been re- 


Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 
or related compounds; lesions of the eye; tuberculosis of the skin; @ 
® 
ported to have an adverse effect on preg- E 
nancy, the safety of their use in pregnant fe- 
males has not been established. Therefore, 
they should not be used extensively on preg- 
nant patients in large amounts or for pro- 
longed periods o* time. 


: iodochlorhydroxyquin 


Varicella). 

WARNINGS 

This product is not for ophthalmic use. 

In the presence of systemic infections, appropriate systemic anti- 
biotics should be used. 

Usage in Pregnancy 
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| and hydrocortisone) .. 
x j Another fact... cm A 
the most widely 
prescribed form... 


J 20 Gm cream 


FN no other E s 
| enzyme ointment  - 


has all these | 
advantages 















two proteolytic 
enzyme 
concentrates 


provide effective chemical debridement 
as they dissolve necrotic tissue, 
crusts and tenacious pus. * 


broad spectrum i 
antibiotic activity 


helps control infection by 
neomycin-susceptible organisms; 
resistant strains may emerge. * 


readily active 
from the tube 


No special wound prep needed, 
no soaking, no wet packs. 


greaseless 
base 


is nonstaining and 
water washable. 
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BIOZYME 


(Neomycin Palmitate — Trypsin- 
Chymotrypsin Concentrate Ointment) 


INDICATIONS 
Based on a review of this drug by the National 
Academy of Sciences — National Research Council 
and/or other information, FDA has classified the 
indications as follows: 
“Possibly” effective for the treatment of: 


Abscesses and furuncles — open or incised 
Infected burns 

Pyodermas, such as folliculitis and impetigo 
Infected skin ulcers, such as arteriosclerotic, 


decubitis, diabetic, stasis, traumatic, varicose, etc. 


Final classification of the less-than-effective indi- 
cations requires further investigation. 


1718-877-B81!-4 





COMPOSITION: Each gram of Biozyme con- 
tains neomycin palmitate equiv. to 3.5 mg. neo- 
mycin: trypsin-chymotrypsin concentrate (10,000 
Armour Units of proteolytic activity): in water- 
soluble base (polyethylene glycol 4000 and 400 
stearyl alcohol). CONTRAINDICATIONS. Local 
application is contraindicated in those individ- 
uals who have shown hypersensitivity to any of 
its components. WARNING. As with any anti- 
biotic preparation, prolonged use may result in 
overgrowth of non-susceptible organisms. If 
superinfection occurs, the product should be 
discontinued and appropriate therapy instituted. 
There are articles in the current medical liter- 
ature which indicate an increase in the prev- 


alence of persons sensitive to neomycin. AD- 
VERSE REACTIONS. Generally well tolerated; , 
an itching or stinging sensation is sometimes 
associated with the first or first few applica- 
tions. Hypersensitivity or allergenic reactions, 
are occasionally seen. The proteolytic action' 

can be halted by removal of the ointment and * * 
irrigation with water. ADMINISTRATION. Not = 
for ophthalmic use. Apply directly to lesion 

1 to 3 times daily and cover. HOW 

SUPPLIED. Biozyme: Y? and 1 oz. 


tubes /\ 
ARMOUR PHARMACEUTICAL CO. L) (\ 


PHOENIX, ARIZONA 85077 


The/dissolving scrub for acne and oily skin. 


New KOMEX, with 
patehted SCRUBULES 
— the abradant par- 
ticles that work, then 
completely dissolve 
— helps eliminate the 
common problems 
frequently associated 
with present scrub 
cleansers. 

KOMEX is an effec- 
tive scrub for acne 
and oily skin. And 
KOMEX dissolves as it 
conditions the skin, so 
there's no tight, dry 


feeling sometimes 
associated with 
abradant cleansers. 
New KOMEX is fresh 
smelling and eco- 
nomical — a dissolving 
abradant scrub for 
acne and oily skin 
in an easy-to-use, 
nonbreakable tube. 
Try it yourself. See 
how cool and pleasant 
it is to use. Then 
recommend KOMEX 
with confidence. 


Barnes-Hind Laboratories 
Division of Barnes-Hind Pharmaceuticals 
895 Kifer Road, Sunnyvale, California 94( 
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her 728,634th dish is washed: now her hands- 
may be ready for NILSTAT... pay in, day out, for yeusshes 5 
been washing dishes for 1 family. Her hands are macerated from conta soa cing 3 Siem 





conducive environment for Candida albicans. he SL pet 
And if dermal lesions caused by Candida albicans appear, NILSTAT Creio. ind Oint- 


ment topical antibiotics with antifungal activity can be effective. If intestinal moniliasis 


is also present, NILSTAT Tablets may be prescribed. — ^ | oet 


Nilst at for effective antimonilial therapy a 


. Nyst atin Topical Cream, 100.0 000 Units/ Gm. | 


Topical Cream | Topical Ointment A d 3 Du Tablets 
100,000 Units/Gm. 100,000 Units/Gm. Gri 500,000 Units/Tablet s 
15 Gm. Tubes, 5 Ib. Jars 15 Gm. Tubes 100's and Unit Dose 10 x 10's d x 
Inactive Ingredients: in a vanishing cream Inactive Ingredients: Light Mineral Oil and. . Indications: For the treatment of Intestinal 

 — water base: Ethoxylated Stearyl Alcohol,  Plastibase 50 W. moniliasis. xd nut. 
Isopropyl Myristate, Glycerin, Lactic Acid, Contraindications: H ersensitivi to the 
Sodium Hydroxide. Preserved with 0.2% drug. x P^ Y ih t 
Sorbic Acid. 7 Adverse S TOORE EET and vomiting. = 
Indications: For the treatment of cutaneous or mucocutaneous mycotic infections caused G.I. distress. Diarrhea. s * 


by Candida species (Monilia). 
Contraindications: Hypersensitivity to the drug. 





Adverse Reactions: Virtually nontoxic and nonsensitizing; well tolerated by all age Pipe dirige nM C iid Company 
groups, even on prolonged administration. Pearl River, New York 10965 
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8 fluid ounces 





DHS* Shampoo is formulated specifically 
for the dermatologist’s patients with 
conditions requiring daily or frequent 
shampooing. A balanced blend of 
cleansing agents and hair con- 
ditioners. Neutral pH — A su- 

perior shampoo for oily 

Or normal hair and 

scalp. 

Supplied: 8 oz. 

plastic 
bottle. 


PERSON & 
COVEY INC, — 


616 ALLEN AVENUE 


"A 





XERAC 


meet 
acne 


head on 








XERAC® is formulated specifically for the 
dermatologist's acne patients. XERAC® 
provides drying keratolytic and anti- 
septic action in a unique lipid free 

base. XERAC? contains 44% 
isopropyl alcohol and 4% 
sulfur and is invisible 
when applied to the 

skin. 
Supplied: 12 
oz. plastic 
tube. 













"Doctor, with 
my delicate skin... 
what kind of soap 





4 
Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
delicate skin. More doctors recommend 
Ivory than any other soap: Ivory may safely be 
used as an adjunct to treatment 
of scabies, seborrhea and 
[t makes sense. immersionexperiments— impetigo. | 
[vorys absence of many extra confirm that Ivory is one ! 
ingredients helps minimize of the mildest. least irritating 
chances of irritation. soaps you can recommend. * 
Thirty-eight years And 89 years of i 
of laboratorv testing — safe consumer use support 


including patch tests and arm this clinical experience. 


Summary of Procter & Gamble Market Research Study #69222, available on request to interested physicians 
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(FLUOCINCLONE ACE TONIDE) 
0.01- Solution 


K 
In one weekend 
you can be a more 
effective speaker. 
That’s a promise. 

6 


How? By attending the AMA Speakers and 
Leadership Program. Over 8,000 MDs have. 
Sessions include theory and drills on message 
preparation, delivery, fielding of questions, as 
well as individual coaching and instant TV 


playback. Registration fee: $75.00. 


Programs are held at the Marriott Motor 
Hotel, O'Hare Airport in Chicago. 
Next programs are: 


Aug. 30-Sept. 1, 1974 
Nov. 15-17, 1974 


Contact: Mortimer Enright 
Director, AMA Speakers 
and Leadership Programs 
535 N. Dearborn St. 
Chicago, Ill. 60610 
(312) 751-6484 






















"Funny, d 
it doesnt ` 
look like 

a tar 
shampoo.” 


And Vanseb®-T Cream Tar Shampoo 
doesn't smell like one either. Most tar 
shampoos are liquids that leave the hair 
dry, brittle and unmanageable with a 
characteristically unpleasant odor. 

Vanseb-T is effective as an adjunct in 
the treatment of seborrheic dermatitis. 
Yet Vanseb-T leaves hair soft and silky 
without the usual tar after-odor. 

Using Vanseb-T your patients get the 
activity of tar WITHOUT tar's usual 
cosmetic liabilities. 

Vanseb-T. The elegant tar shampoo 
that leaves hair the way your patients 
want it. 


Division of Allergan Pharmaceuticals 


H G. S. Herbert Laboratories 
Irvine, California 92664 





Vanseb-T 
Tar Shampoo 


Sulfur 2%, salicylic acid 1%, coal tar 
solution 5% (equivalent to 1% crude coal 
tar) in a blend of surfactants and 
protein. 
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(FLUOGINOLONE. ACE TONIDE) 
0.01 Cream 


One one-hundredth percent fluocinolone acetonide in cream base for economy. 
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JAMA Classified 

Advertisements Help 
You... 

ü. 


PERMA TWEEZ' ELECTROLYSIS INSTRUMENT 


Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 


* Locate a Position 

* Buy and Sell Real Estate 
* Sell a Practice 

* Rent Office Space 

* Find Associates 


axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 


Place Your Advertisement Today! PERMA TWEEZ & ATTACHMENT 


[] Check enclosed. 





[] Invoice after 30 days. 


The Journal of the American Medical Association 30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


Classified Advertising Department : 
535 North Rea eave Straat GENERAL MEDICAL COMPANY, Department D-47 


Chicago, Illinois 60610 5701 West Adams Boulevard, Los Angeles, California 90016 





Buttheres ^. -- 
nothin 
crude about - 
ebutone! 













For 
stubborn 
dandruff 
and 
scalp 
psoriasis 


Sebutone 


Antiseborr 


TAR SHAMPOO 


A surface-active, pen- 
etr ating | therapeutle 
shampoo for the 
of 
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Lu -. 

T T" nous WESTWOOD" TAR (equivalent to 0.5% Coal Tar USP) 
m DEBULY TIC® brand of soapless cleansers and wetting agents 

: REROHY DRIC™ emollient, sulfur 2%, and salicylic acid 2' 


Sebutone contains virtually all the B Helps relieve the itching and scaling 
inherent antiseborrheic/antipsoriatic of dandruff and psoriasis 
activity of crude coal tar—butitistar ž œ Helps remove excess oil 
in c most esthetically and cosmetically 
elegant form, eliminating undesirable, 
insoluble tar components and sludge. — I Residual action — prolonged 
Westwood Tar, the first tar to up to 72 hours 
be both chemically and biologically Gla cae fed ANS be anos 
standardized. Buffalo, New York 14213 


B Penetrates matted crusts 


TY" 7.3 





... Synalar 


(FLUOGOINOLONE. ACETONIDE) 
0.025- Emollient Cream 


Synalar in an emollient cream base. 


" Combines the emolliency of an ointment with the cosmetic acceptability 
4 z- of a cream. 
F S 
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Reflection 
of an Image 





wo 


AMA Specialty Journals reflect an image—of 
authority, reliability, integrity, specialization. 
High editorial standards assure accuracy—time- 
p- liness — relevancy in the manuscripts, clinical 
. reports and material published every month. AMERICAN MEDICAL ASSOCIATION 
S Read your AMA Specialty Journal—an important 535 North Dearborn Street 
J part of your continuing medical education. Chicago, Illinois 60610 


FLUROBATE GELOO25% 
(GETAMETHASONEBENZOATE) + 


The importance 
of the vehicle in 
t Corticosteroid formulations 
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>, "The efficient release vehicle for Flurobate 

(betamethasené benzoate) Gel was experi- 

- mentally developed by a series of in-vitro 

dialysis experiments. * 

&« e Maximum release of betamethasone ben- 

te 0.025% was achieved from a gel con- 

taining 3596 propylene glycol and 1596 
alcohol —the Flurobate formulation. 


@ Vanishing Cream Base A Surfactant Solubilized Steroid Base 
O Aqueous Gel Base O Flurobate Gel 
100 


% Released 
ul 
e 


30 
" 
20 
10 
0 ; 
2 4 6 Time (Hours) 22 24 
Chart shows the percentage of betamethasone benzoate 
released from Flurobate Gel in time compared to other 
vehicles including a vanishing cream base, aqueous gel 
base and a surfactant solubilized steroid base. (All bases 
contained 0.02596 betamethasone benzoate.) 
e Fluorinated corticosteroid ester com- 
pletely solubilized in gel base. 
e Gel vehicle enhances rapid percutane- 
ous absorption of the steroid. 
e Invisible on application—transparent, 
self-liquefying gel base. 
e Cosmetically elegant on hairy or 
smooth areas. 
e Non-sticky, non-staining, quick dry- 
ing, water-washable. 
P- 


* Although an in-vitro release study may not quantitatively reflect in-vivo 
* activity, it permits development of vehicles with optimum drug 
availability. Complete data on file, Medical Department, Texas Pharm- 


acal Company. 
J TEXAS PHARMACAL COMPANY 
The company that cares for your patients’ skin. 
San Antonio, Texas 78296 
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FLUROBATE 


(BETAMETHASONE BENZOATE) . 


GELOO25% 


CAUTION: Federal law prohibits dispensing without a pre- 
scription. : 


DESCRIPTION: Flurobate Gel 0.025% contains the active 
steroid compound betamethasone benzoate, the 17-benzoate 
ester of betamethasone, having the chemical formula of 
9a-fluoro-118, 17, 21-trihydroxy-168-methylpregna-1, 
4-diene-3, 20-dione 17-benzoate. Its chemical structure is: 





Flurobate Gel contains betamethasone benzoate in a spe- 
cially formulated gel base consisting of 13.8% (w/w) alcohol, 
carboxy-vinyl polymer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. The gel is self- 
liquefying, clear, greaseless and nonstaining. 

In this formulation the active ingredient is completely 
solubilized and remains in the clear film without crystallization 
after evaporation of volatile substances. 


ACTIONS: Flurobate Gel is effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive action. 


INDICATIONS: Flurobate Gel (betamethasone benzoate) is in- 
tended for topical application for symptomatic relief and ad- 
junctive management of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are contraindicated 
in viral diseases of the skin, such as varicella and vaccinia. 
Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components of 
the preparation. 
This preparation is not for ophthalmic use. 


PRECAUTIONS: If irritation develops, the gel should be dis- 
continued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a — 
favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately 
controlled. 

If extensive areas are treated, or if the occlusive technique 
is used, the possibility exists of increased systemic absorption 
of the corticosteroid and suitable precautions should be taken. 

Although topical steroids have not been reported to have © 
an adverse effect on pregnancy, the safety of their use in preg- - 
nant females has not absolutely been established. Therefore, | 
they should not be used extensively on pregnant patients, orin - 
large amounts, or for prolonged periods of time. 

Due to the alcohol content of the vehicle, Flurobate Gel — 
(betamethasone benzoate) may cause mild, transient stinging 
without irritation if used on excoriated skin. | 
ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, folliculitis, secondary infec- 
tion, skin atrophy, striae, hypertrichosis, acneform eruptions . 
and hypopigmentation. i 
DOSAGE AND ADMINISTRATION: Apply to affected areas2 
to 4 times daily as needed. 

HOW SUPPLIED: Flurobate Gel is supplied in 15 gm and 60 gm 
tubes. 

DISTRIBUTED BY: Texas Pharmacal Co., San Antonio, Texas . 
78296 U.S. Patent No. 3529060 
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removes the hex 
from skin cleansing 


new d-SEB gives you the pros of pre- 
vious skin cleansers—without the con, 
hexachlorophene. 


d-SEB combines excellent detergent 
properties with the broad spectrum 
antimicrobial activity of PCMX—for 
cleansing of excessive skin oils or as 
an aid in the control of acne and 
pimples. 


d-SEB is the only concentrated anti- 
septic neutral (pH 7) gel skin cleanser. 
d-SEB contains a blend of two syn- 
thetic detergents, 2% para-chloro- 
meta-xylenol (PCMX), and sandalwood 
fragrance. 


The result is a dual action cleanser that 
dissolves and emulsifies skin oils and 
sebum while providing helpful anti- 
sepsis and eliminating irritation, red- 
ness, and dryness. 


A full year of testing confirms d-SEB's 
acceptance by patients. The rich lather 
and effective cleansing action help un- 
plug pores and comedos; and the 
pleasant fragrance and a-little-bit- 
goes-a-long-way economy promote 
continued use. 





FLOW PHARMACEUTICALS, INC. 
936 COMMERCIAL ST. 
PALO ALTO, CALIFORNIA 94303 


Samples available on request. 





The hex design above is a stylized version of 
the type of sign used in sorcery for such 
purposes as warding off evil spirits. 
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Introducing new 


F: IM 





As a moisturizer, 
deau is second 
only to nature 


Because d'eau is balanced naturally to 
simulate the protective components of 
sebum, new d'eau works like the natu- 
ral lipid film of the skin's surface: the 
hydrophilic ingredients absorb large 
quantities of water; and by holding 
this emulsified water to the skin, they 
function in a manner that prolongs 
surface moisturizing action. 


Yet, d'eau is non-occlusive, permitting 
normal transpiration of metabolites. 


d'eau also becomes second nature to 
patients because d'eau goes on and 
on naturally, and with a no-shine look 
—forming an excellent foundation for 
cosmetics for the ladies... and with a 
fragrance that is acceptable to both 
men and women...qualities that 
assure continued use. 


A small amount of hypoallergenic 
d'eau moisturizer spreads smoothly 
and easily over large areas. 


Moisturize the way nature does—do 
it the way d'eau does. 





FLOW PHARMACEUTICALS, INC. 
936 COMMERCIAL ST. 
PALO ALTO, CALIFORNIA 94303 


Samples available on request. 
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. Whats onyour | 
patient's face 


may be more important than 
his chief complaint 


omm- * 





Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient BT.* seen on 
6/12/67, seven weeks 
after discontinvation 
of 595 FU cream. Re- 
action has subs:ded. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 

*Data on file, 
Hoffmann- La Roche 
Inc., Nutley, N.] 





` The lesions on his face 
"are solar/actinic— 


so-called "senile" keratoses... 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 
selectivity of response 


Afterseveral days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas, Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 


Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: 


Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 


Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 


How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc 
Nutley, N.J. 07110 


This patient’s lesions were resolved with 





Efudex’ 


fluorouracil/Roche 


5%cream/solution...a Roche exclusive 
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EPI*CLEAR Squibb Acne Soap is the 
basic building block in the EPI«CLEAR 
acne skin care system. Formulated to | FEY eae m3 
~ proyide thorough cleansing and reduce SM: Beare es at mt 
excess oil in the skin — without color- KE EC 
ing agents or perfume. 


















Another EPI*CLEAR option is the Acne 
Lotion which is 10% sulfur and 10% 
alcohol in a lotion base that is clear on 
application. The sulfur/alcohol com- 
bination helps reduce skin oiliness and 
i in removal of superficial dry skin. 
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There are 2 strengths forthe EPI+CLEAR — 
Squibb AntisepticLotionfor Acne —59$ 
or 10% Benzoyl Peroxide in a grease- 
less, water-washable base. The antisep- - 
» tic lotions help reduce oiliness and - 
induce desquamation. 


for ACNE 


10% 
t******ilasuussuuti 


NET CONTENTS 1 FL. 02 | NET CONTENTS 1 FL. 02 
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* "EBI-CLEAR offers 3 grades of scrub E 
E cleansers for acne — fine, medium, and ^. 
— coarse. The aluminum oxide particles d | 
‘surfactant cleansing base clean the _ a" 5 
skin, help remove oil and aid in loosen- - 





ingblackheads. 
"XR Ee Squibb Scrub Cleanser 
| ee Dra E FINE 
| - Kii 
2 EPI*CLEAR — The logical acne ge Hy 
J hygiene system from SQUIBB - 
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Effective topical steroid 


ARISTOCORT^A provides triamcinolone acetonide—the fluorinated 
steroid known for potent anti-inflammatory action. 
Paraben-free to guard against potential hypersensitivity 


So pleasant to use, 
it feels like her most 
elegant cosmetic cream. 


ARISTOCORT A in the light-textured AQUATAIN™ base is smooth to 
the touch...leaves medicated areas feeling supple and smooth. 
Because of its greater “slip” it is easy to spread; gentle to highly 
irritated lesions. 





CONVENTIONAL ARISTOCORT A 
VANISHING CREAM BASE WITH AQUATAIN 

Just beginning to form white, Totally disappeared into the 
soapy phase skin—no "pilling" or soapiness 


(Please see last page for prescribing information.) 


ARISTOCORTA TOPICALS 


DESCRIPTION: 0.1% or 0.5% Topical Cream with AQUATAIN™ 
base: 

Each gram of ARISTOCORT A contains 1 mg. (0.195) or 5 mg. 
(0.5%) of the highly active steroid, Triamcinolone Acetonide (a 
derivative of triamcinolone) in AQUATAIN, a specially formulated 
base composed of ethoxylated stearyl alcohol, isopropyl palmi- 
tate, glycerin USP, sorbitol solution USP, lactic acid, 2% benzyl 
alcohol and purified water. 

AQUATAIN is a specially formulated base which provides a pro- 
tective lubricant plus two moisturizing agents to effectively re- 
tain available moisture. The base is non-staining, water- 
washable, paraben-free, spermaceti-free and has a light texture 
and consistency 

Indications: For the treatment of steroid-responsive dermatoses. 
Contraindications: Viral skin diseases, such as varicella and vac- 


800-4 


cinia; hypersensitivity toany component (not for ophthalmic use): 
when circulation is markedly impaired. 

Warnings: Safety of use in pregnancy has not been absolutely 
established. Donot use extensively, in large amounts, or for pro- 
longed periods of time in pregnant patients. 

Precautions: /f irritation develops, discontinue use and institute 
appropriate therapy. In infections, use appropriate antifungal or 
antibacterial agents; if a favorable response does not occur 
promptly, discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are treated or the 
occlusive technique is used, increased systemic absorption of 
the corticosteroid may occur; take suitable precautions. 
Adverse Reactions: (local) Burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Pearl River, New York 10965 
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Benzoyl Peroxide 
(and expiration date) 





To help stop the aggravation 
of moist espe. 7 


o try meme 
Cordran 

- (flurandrenolide) 
Cream FIRST: 


Cordran Cream, Half Strength, is one of 
.. the most economical topical corticoster- 
» .. oids available for maintenance 
therapy of widespread or chronic 
lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 
cream into the affected area two or three 
times daily. - 
_ The cream has a specially formulated 
x base that provides penetrating action. 
it leaves a smooth, pleasant-feeling film 
on the skin. Since it is monet there 
. is no heavy residue. | 
For control in acute darme 
use full-strength Cordran Cream. 
Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 
and varicella and in patients with a 
history of hypersensitivity to any of their 
components. ) 


*Responsive to topical corticosteroids. 

t/n the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. 


See next page for prés etong information. 


Cordran Cream 
~~ (flurandrenolide) 
If a dermatosis will respond to a topical corticosteroid, 
it should respond to Cordran 
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-Ifa dermatosis will respond to a topical 
*-' corticosteroid, it should respond to 


Description: Cordrag® (flurandrenolide, Dista) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 
tonide. 

Each Gm. of Cream Cordran contains 0.5 
mg. (0.05 percent) or 0.25 mg. (0.025 percent) 
flurandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 

Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 
Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial. therapy, full-strength (0.05 percent) 
preparations of Cream, Ointment, or Lotion 
Cordran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 

Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technique is used,there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 
Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 

Acneform eruptions Hypertrichosis 


Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin Skin atrophy 

Miliaria Striae 

Secondary infection 
Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 
be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 
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Cordran® 
(flurandrenolide) 


Use with Occlusive Dressings 
The technique of occlusive dressings (for 
management of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help softens the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap'", or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.|ln more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings—Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 
Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 
Lotion Cordran® (flurandrenolide, Dista), 
0.05 percent, in 15 and 60-ml. plastic bottles. 
400131 (011573A] 


Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 


Additional information available to the profession on request. 








You already know 
Neutrogena Soap. 


HYPO-ALLERGENIC 


Neutrogena. 





the unique transparent soap 


Now meet the rest 


of the family. 


i Like Neutrogena Soap, 
they're all dedicated to 
sensitive skin Care, all 
cosmetically elegant, all 
pharmaceutically sound. 
Non-drying, non-irritating 
and non-medicated. 
Hypo-allergenic. 
A pure, safe, gentle 
mildness that is a 
Neutrogena trademark. 
Neutrogena: 
Soap 
Rainbath body soap gel* 
Lotion for hands and skin* 
Body oil* | 
Hand cream heavy duty formula* 
Solid soap shampoo 
Baby soap 
Unscented soap 
























HYPO- > 
E. ALERO- 4 


*Available in scented or 
unscented form 


Neutrogena 


For free professional samples, write Medical Services, Dept AD. 
Neutrogena Corporation, 5755 West 96th Street, Los Angeles. Calif. 90045 , 
or Professional Pharmaceutical Corp.. 2795 Bates Rd., Montreal 251, Quebec. 
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Pernox 
...Ihe thing 
to squeeze 

for acne 


Available in Both Regular 
and Lemon Scent 
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Proven Therapeutic Edge Over Acne 


§ Offers individualized therapy to meet the specific needs 
of each patient. 


§ Dries and desquamates skin with a high degree of safety 
and flexibility. 


§ Combines polyethylene granules with sulfur and salicylic acid 
in a surfactant base. 


§ Predictable and controllable irritation for efficacy ... 
without undue patient trauma. 


§ Indicated in the treatment of acne vulgaris in grades I, 1l, — 


and selected cases of grade III. n 


Noticeably rapid improvement. 


u7 cO 


Outstanding patient acceptance and cooperation ...leaves the 
skin with a smooth clean feeling after the first Pernox wash. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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Contents: Microfine granules of 
polyethylene in SEBULYTIC* brand 
of soapless cleansers and wetting 
agents. Also 2% sulfur, 1.5% salicylic 
acid. See PDR. In 2 oz. and 4 oz. tubes. 
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Pernox 
E ir E B 


gentle, medicated abradant 


lathering scrub cleanser 


Treat Sensitive. Irritated. Stubborn. : T [ 
Pustular Acne Gently! $ 


li 


ILFACET-HC i 


contains Aron paca Prior to fem 
0f powder from Vial to Lotion. The complets 
Sulfacetamide 10%, Hydrocortisone 0 


Use Within 4 Months of Dispensing 
indications — Acne Vulgaris. Shake Wel ie» 








law ibits dispensing without pcr 
rom Eyes. (Keep this and all other rex 


* Wermik) wc 


oi Place Net Wt us Deen 


Soft as a Fleecy Cloud. 





SULFACET-HC 





Sodium Sulfacetamide 10%, Hydrocortisone Alcohol 1%. Sulfur Colloid 5%. 
Dry! ithout Irritati 
+ 
SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 
WHERE RESEARCH AND ECONOMY COME FIRST! Syosset, N. Y. 11791 
x 


PRECAUTIONS: If excessive dryness or irritation occurs, discontinue use temporarily. *Contraindications — 1 Hydrocortisone — skin tuberculosis, 
viral infection, herpes simplex, vaccinia or varicella. 2 Sulfacetamide — kidney disease or previous sensitivity to sulfonamides. 


AN ELEGANT WAY TO STOP THE 
ITCH AND INFLAMMATION OF PSORIASIS 


Stop psoriasis itch and inflammation with TOPSYN Gel. 


TOPSYN combines the effectiveness of fluocinonide with 
a totally transparent, 


preservative - free TOPSYN S. 

base of exceptional OOD% 

cosmetic elegance. ITET OONON DS 
CLEAR DIFFERENCE IN TOPICAL THERAPY 











Manifestatious — ~ 
and Managemen 





of Urticaria 


Manifestations of urticaria: 


whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 

as the result of whealing. That this is not the 
case is, however, shown in the exceptional 
cases of typical hives without itching.” 


Reference: 1. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Dermatology, Diagnosis and 
Treatment, ed. 2, Chicago, The Year Book Publishers, Inc., 1961, p. 229. 


Typical urticarial skin eruptions showing 
sharply demarcated, elevated wheals. In this case, 
wheals are surrounded by erythema. 





Management of urticaria. 
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The pathogenic 
mechanism. 


Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 

M.,— intact mast cell 

E— erythrocyte 

N — nucleus of endothelial cell of capillary 
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Obviously, identifying the etiologic factor — and eliminating it — is the most satisfactory | 
approach to its prevention. However, the search for a causative agent can prove lengthy or 3 
unproductive. Immediate symptomatic treatment should be considered. 

Administration of an antihistamine is often satisfactory, except for acute episodes with 

laryngeal edema in which epinephrine may be required. Overheating or hot baths tend to ` 

increase pruritus; cool colloidal baths tend to be soothing. Sedatives may prove helpful. 


~ 


Contraindications: Should not be used in newborn or premature infants; nursing mothers (if the drug is 
deemed'essential, the patient should stop nursing); elderly, debilitated patients; patients hypersensitive to 
cyprohefftadine and drugs of similar chemical structure; patients being treated with MAO inhibitors (see 
Drug Interactions); and those with angle-closure glaucoma, stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloroduodenal obstruction. Do not use to treat lower respiratory 
tract symptoms including asthma. 

Warnings: Overdosage of antihistamines, particularly in infants and children, may produce hallucinations, 
central nervous system depression, convulsions, and death. 

Antihistamines may diminish mental alertness; conversely, particularly in the young child, they may 
occasionally produce excitation. Patients should be warned about engaging in activities requiring alertness 
and motor coordination, such as driving a car or operating machinery. Antihistamines may have additive 
effects with alcohol and other CNS depressants, e.g., hypnotics, sedatives, tranquilizers, antianxiety 
agents. In pregnancy or in women of childbearing potential, weigh anticipated benefit against possible 
hazards to the embryo or fetus. 

Precautions: Because of its atropine-like action, use with caution in patients with a history of bronchial 
asthma or with increased intraocular pressure, hyperthyroidism, cardiovascular disease, or hypertension. 
Rarely, prolonged therapy with antihistamines may cause blood dyscrasias. 

Adverse Reactions: Most frequent—sedation and sleepiness (often transient); dryness of mouth, nose, 
and throat; thickening of bronchial secretions; dizziness; epigastric distress; disturbed coordination. 

Others that may occur—fatigue, confusion, restlessness, excitation, nervousness, hallucinations, insomnia, 
euphoria, anorexia, nausea, vomiting, diarrhea, constipation, faintness, hypotension, tightness of chest and 
wheezing, urticaria, allergic manifestations of rash and edema, anaphylactic shock, blurred vision, 
diplopia, vertigo, tinnitus, headache, palpitation, tachycardia, nasal stuffiness, urinary frequency, difficult 
urination, urinary retention, photosensitivity, hemolytic anemia, leukopenia, agranulocytosis. 

Drug Interactions: MAO inhibitors prolong and intensify the anticholinergic effects of antihistamines. 
Management of Overdosage: Reactions may vary from central nervous system depression to stimulation, 
especially in children. Atropine-like signs and symptoms (dry mouth; fixed, dilated pupils; flushing, etc.) as 
well as gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, it should be induced. This is best done by having patient drink a 
glass of water after which he should be made to gag. Precautions against aspiration must be taken especially 
in infants and children. Zf patient is unable to vomit, gastric lavage is indicated. Isotonic or 2 isotonic saline is 
the lavage of choice. Saline cathartics, as milk of magnesia, are valuable for their action in rapid dilution of 
bowel content. 

Stimulants should not be used. Levarterenol bitartrate USP may be used for hypotension: | ml of 0.2% 
solution (0. 1% base) in 250 ml of diluent. Drip at 0.5 ml/min. to give 2 micrograms (base)/min. 
intravenously, 2 micrograms/M2/min. intravenously. Titrate dose with blood pressure. (CAUTION: 
Slough results from extravascular leakage. Treat extravasated area quickly; infiltrate phentolamine 
(mesylate USP; hydrochloride NF) 5-10 mg in 15 ml of saline solution. Check the most recent package 
circular of the manufacturer of levarterenol and phentolamine for details concerning contraindications, 
warnings, precautions, and adverse reactions. ] 

How Supplied: Tablets containing 4 mg cyproheptadine HCI each, in bottles of 100; Syrup, containing 

2 mg cyproheptadine HCI per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as preservative, in bottles 
of 473 ml. 





For more detailed information, consult your MSD representative or see full Prescribing SHAR K 
Information. Merck Sharp & Dohme, Division of Merck & Co., INC. , West Point, Pa. 19486. fe 


for mild uncomplicated 
allergic skin manifestations of urticaria — 


PERIACTIN 


(Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 347 





Fostril can help them all. 


Fostril gently treats all types of 
acne regardless of the complex- 
IOn, from the most delicate to the 


most rugged. Periodic application 
loosens comedones, dries excess 
oil, and gently peels the skin. It 
blends into the skin as it works. 
Almost everybody gets acne.... 
Almost everybody can use Fostril. 


Supplied: 1 oz. plastic tubes. 
See PDR. 


Fostril drying lotion for your acne patients. 


Westwood Pharmaceuticals Inc., Buffalo, New York 14213 


Active ingredients: LIPOSEC? brand of polyoxyethylene lauryl ether 6%; micropulverized sulfur 2%. 





“> 


Original Contributions 


Epidermolysis Bullosa 


Hereditaria Letalis 


Clinical and Histological Manifestations and Course of the Disease 


Five cases of epidermolysis bullosa he- 
reditaria letalis are presented as a basis 
for discussion of the clinical features and 
course of the disease. The distribution 
and morphologic characteristics of the le- 
sions suggest the diagnosis, but histo- 
logic findings, and particularly the ultra- 
structural findings, are crucial to early 
diagnosis. Blisters form between the 
plasma membrane of the basal cell and 
the basement membrane, but the diag- 
nosis can be made from examination of 
the epidermis alone. The microscopical 
findings suggest several possibilities 
concerning the nature of the basic defect; 
the most plausible is that the junction is 
under attack by lytic enzymes. Most pa- 
tients live only a few weeks or months, but 
patients who do survive retain distinct 
clinical and microscopical features that 
allow easy differentiation from other 
mechanobullous diseases. 


E 1935, Herlitz! described a 
group of cases of epidermolysis 
bullosa that he regarded as distinct 
from all other forms. Blisters or ero- 
sions were present at the birth of the 
patients, and minor mechanical 
trauma would induce similar lesions 
after birth. The chief distinguishing 
features of the disease were that le- 
sions healed without scar formation 
and death occurred within a few 
months. Since that description, the 
disease has been a source of consid- 
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erable controversy. For several years, 
many authors, in discussing epider- 
molysis bullosa, chose either to ignore 
Herlitzs observations or to regard 
the cases he reported as merely se- 
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Fig 1.—Esophagus, showing subepithe- 
lial separation and erosion. Beneath it is 
focal infiltrate of chronic inflammatory 
cells (case 1) (PAS stain, original magnifi- 
cation x 500). 


Fig 2.—Larynx, showing filaments and 
yeast forms on surface and invading upper 
layers of epidermis and squamous meta- 
plasia (case 1) (PAS stain, original mag- 
nification x 650). 








vere forms of dystrophic epider- 
molysis for which there was a high 
mortality. Supporting evidence for 
this contention was that dystrophic 
changes of the nails or loss of nails 
frequently was present and that 
those infants who survived long 
enough for teeth to erupt showed 
marked dystrophy. 

In spite of the doubts regarding the 
nature of epidermolysis bullosa, the 
disease gained considerable accept- 
ance, although it is probably true that 
some of the cases reported under that 
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Fig 3.—Gallbladder, showing subepithe- 
lial separation and minimal inflammation 
(case 1) (PAS stain, original magnification 
x 250). 


Fig 4.—Patient at age 6 weeks with ero- 
sions anteriorly and posteriorly; feet are 
free of lesions (case 2). 
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Fig 5.—Patient at age 7 days with large 
erosion on right leg (case 3). 


name in the literature were actually 
cases of classic dystrophic epider- 
molysis. Conversely, some cases re- 
ported as dystrophic epidermolysis 
probably are examples of Herlitz dis- 
ease. Recently, strong claims again 
have been made that the letalis type 
of epidermolysis bullosa does not ex- 
ist.^* Rather than offer a critical anal- 
ysis of these claims, we will present 
data that outline the characteristic 
features of the disease and demon- 
strate the ease with which the diag- 
nosis can be made. By these means, 
we believe we have clearly estab- 
lished that not only is Herlitz disease 
as seen in infancy a distinct clini- 
copathologic entity, but also that 
some patients survive, a character- 
istic feature that distinguishes the 
condition from the other mechano- 
bullous diseases. 

Much of the diagnostic confusion 
over epidermolysis bullosa is related 
to the use of the word dystrophic. 
Since more than one form of epider- 
molysis has dystrophic changes, one 
simple way to resolve the problem is 
to develop a new scheme of classifica- 
tion that avoids the troublesome term 
and concentrates on the differences 
rather than the similarities among 
the various forms of epidermolysis. 
We have previously developed such a 
classification, which is presented in 
the Table.’ (All terms in this article 
will be used according to this classifi- 
eation.) The two major divisions of 
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Fig 6.—Patient at age 12 with hemor- 
rhagic granulating erosions about mouth, 
Scattered erosions on body, and collapsed 
blisters on arms and anterior area of trunk 
(case 4). 


the classification are those entities in 
which the blisters tend to heal with- 
out primary scar formation and those 
in which they heal with scar forma- 
tion. Herlitz disease (junctional bul- 
lous epidermatosis or epidermolysis 
hereditaria letalis) is in the nonscar- 
ring group, and the primary scarring 
conditions that were previously gen- 
erally included in the term dystrophic 
epidermolysis bullosa are named der- 
molytic bullous dermatosis. The other 
two diseases in the nonscarring group 
may cause diagnostic difficulty, espe- 
cially in the early postnatal period. In 
epidermolysis bullosa simplex, blis- 
ters and erosions may be present at 
birth. The ease of blister induction 
may be equal to or greater than that 
in Herlitz disease, but healing is rapid 
and the infants thrive. In recurrent 
bullous eruption of hands and feet 
(Cockayne disease), the disease is 
most often very mild and the lesions 
are less commonly present at birth or 
in the early postnatal period. The 
diagnosis of cases in this group can be 
confirmed easily by biopsy. All en- 
tities have distinct histopathologic 
features. 

The scarring group includes the 
generally (but not always) severe re- 
cessively inherited polydystrophic 
type in which, as a result of repeated 
lesions, (1) the digits may be slowly 
encased in a covering of epidermis 
and (2) oral and esophageal involve- 
ment is common. 





Fig 7.—Large erosions, small erosions, 
and small blisters on back and ear (case 
4). 


Some apparently recessively inher- 
ited cases are quite mild. The 
dominantly inherited and acquired 
cases are usually mild and rarely have 
notable mucosal involvement. 

Incidentally, reclassification has 
also allowed correction of another 
misnomer, use of the term epider- 
molysis for the entire group of dis- 
eases. The term mechanobullous dis- 
eases has been revived to designate 
the group, and epidermolysis is used 
only for the simple form in which 
there is lysis of the epidermis. It is 
true that lysis also occurs in recurrent 
bullous eruption of the hands and 
feet, but that condition already has 
an acceptable, time-honored name. In 
order to clearly establish Herlitz dis- 
ease as a distinct clinical and patho- 
logic entity, five cases will be pre- 
sented, including two of patients who 
have survived to late childhood. 


Materials and Methods 


In addition to the postmortem material 
from case 1, 12 biopsy specimens were ob- 
tained from the patients presented. None 
(except some of the postmortem material 
of case 1) were taken from blistered areas, 
since in this disease, biopsy trauma is gen- 
erally sufficient to induce the characteristic 
pathologic findings. The specimens were 
divided, rapidly fixed in collidine—buffered 
osmium tetroxide, and processed for elec- 
tron microscopy.’ A few of the specimens 
were pre-fixed in paraformaldehyde. Sec- 
tions for light microscopy were processed 
by routine methods. 
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Fig 8.—Arm has fresh and healing blis- 
ters. Milia are absent, but there was min- 
imal patchy superficial scarring (case 4). 





Fig 9.—Patient (brother of patient 4) at 
age 10 with erosions about mouth and on 
head. Annular groups of blisters, erosions, 
and crusts are on arms, neck, and trunk 
(case 5). 


Report of Cases 


CASE 1.—A 3l-month-old white boy had 
erosions of the palms, soles, and face since 
birth. There was extreme fragility of the 
skin, and the lesions healed slowly but 
without scar formation. The patient was 
treated with antibiotics for recurrent skin 
infections and for a short time with pred- 
nisone (at an uncertain dosage). There was 
mild improvement. He intermittently de- 
veloped massive erosions and blisters of 
the skin and mucous membranes. He ate 
poorly. General growth and development 
were extremely retarded. However, he did 
walk for a short time at 1 year of age. He 
was given vitamins and iron, but his re- 
sponse was not satisfactory. For approxi- 
mately one month before his final admis- 
sion, the disease had been extremely 
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Fig 10.—Massive granulating erosions 


on posterior portion of scalp. Blisters are 
present elsewhere on back (case 5). 


active, with slow spread of erosions and 
blisters to involve much of the body and 
failure of established lesions to heal. 

Examination showed a wasted, lethargic 
child weighing 6.8 kg who had massive 
granulating erosions of the face and much 
of the trunk and extremities, as well as 
scattered blisters. Minimal trauma to un- 
eroded skin resulted in separation of the 
epidermis from the corium. The hands and 
feet had few lesions, but the nails were de- 
formed. The hair was scanty, the teeth 
showed marked dystrophy, and the buccal 
mucosa had many erosions. The liver was 
palpable 2 cm below the right costal mar- 
gin. Laboratory studies disclosed the fol- 
lowing values: hemoglobin, 2.6 gm/100 ml; 
white blood cell (WBC) count, 10,500/cu 
mm, with a differential cell count showing 
13% metamyelocytes, 18% stab cells, 40% 
segmented neutrophils, 3% eosinophils, 5% 
monocytes, 21% lymphocytes, and 5.4% re- 
ticulocytes; total serum protein, 5.4 gm/100 
ml; serum albumin, 2.4 gm/100 ml; serum 
globulin, 3.0 gm/100 ml; urinalysis, normal; 
and serum electrolyte levels, normal. There 
was anisocytosis (8+), hypochromia (2+), 
and polychromia (2+). Nose and throat as 
well as skin cultures yielded f-hemolytic 
streptococci. X-ray films showed moderate 
diffuse cardiac enlargement. 

The patient was treated with multiple 
blood and plasma transfusions, intrave- 
nously administered electrolytes, oxacillin 
sodium (Prostaphlin), and local sympto- 
matic care. His general condition improved 
only slightly, and he developed fever inter- 
mittently. Blood cultures grew coagulase- 
positive Staphylococcus aureus. The skin 
lesions spread slowly. On the 30th day of 
hospitalization, the patient died. 





Fig 11.—Hemorrhagic erosions about 
mouth and severe dystrophy of teeth (case 
5). 





Fig 12.—Varying degrees of nail dys- 
trophy, with no other lesions on hands 
(case 5). 
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Fig 13.—Clean dermoepidermal separa- 
tion without notable inflammation (case 2) 
(hematoxylin-eosin, original magnification 
x 150). 


At the time of the postmortem examina- 
tion, the child weighed 6.8 kg and mea- 
sured 71.1 em in length. Approximately 
70% of the skin surface, including the 
scalp, face, neck, and back, the buttocks, 
the arms, the posterior areas of the thighs, 
the anterior part of the left thigh, the left 
knee, irregular areas on the chest, and 
the abdomen, was covered with a denuded, 
crusted dermatitis. Red granulation tissue 
was evident beneath the crusts. Skin areas 
marginal to the erosions showed various 
stages of epidermal separation, and appar- 
ently intact areas of skin peeled off under 
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gentle tangential pressure. Spared areas 
were found on the palms, the soles, and the 
distal half of each lower extremity. The 
fingernails and toenails were easily dis- 
lodged from their beds, and the teeth were 
gray-green with finely pitted surfaces. 
The mucous membranes of the mouth, the 
pharynx, and the anus were friable. An 
esophageal erosion 0.5 cm in diameter was 
present 7 cm proximal to the cardio- 
esophageal junction. The skeletal and 
muscle masses were qualitatively small, 
and the brain weighed 250 gm less than the 
usual weight for a child of this age. 

The most characteristic change found in 
the skin, the esophagus, the jejunum, and 
the gallbladder was separation at the epi- 
thelial-subepithelial junction; the base- 
ment membrane remained attached to the 
underlying connective tissue (Fig 1 to 3). 
This condition was best seen at the margin 
of the erosions but was also found focally 
away from denuded zones. Where the epi- 
dermis was lacking, granulation tissue, 
infiltrated with acute and chronic inflam- 
matory cells and partial covered by 
serosanguineous crusts, was noted. Promi- 
nent upper dermal capillaries and an in- 
flammatory cell infiltrate were present in 
some areas under intact epidermis. Fo- 
cally, the epidermis exhibited hyperplasia, 
hyperkeratosis, parakeratosis, and severe 
monilial infection. 

Culture of heart's blood grew Proteus 
mirabilis, indicating a terminal septi- 
cemia. Microscopical findings of acute 
bronchitis, splenitis, and adrenal vein 
thrombosis were possibly related to this in- 
fectious process. A severe nutritional fatty 
change of the liver was evident, with the 
predominant fatty changes being in the 
peripheral one third of the lobules. This 
condition also may have been related to 
terminal septicemia and inanition. 

CASE 2.— At birth, a white 6-week-old fe- 
male infant had a large erosion over the 
buttocks (Fig 4), smaller erosions over the 
fingers, and a few similar lesions of the 
oral mucosa. The skin was noted to be ex- 
tremely fragile to mechanical trauma. At 
the time of the first examination, the ero- 
sion on the buttocks had enlarged and 
showed no sign of healing, although a few 
earlier erosions on the trunk had healed 
without signs of scarring. There were also 
a number of erosions and blisters about 
the face and tips of the fingers, involving 
the nails. The corium appeared thin; subcu- 
taneous vessels could be observed easily. A 
few erosions were present on the legs, but 
the feet were free of lesions. The oral mu- 
cosa showed only small erosions posteri- 
orly. 

For the first few weeks of life, the pa- 
tient ate fairly well and gained weight at a 
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Fig 14.—Clean separation above basement membrane (BM) and minimal degenerative 
alterations of basal cell, especially of plasma membrane; BM is intact and corium shows 


only edema (case 2) ( x 8,700). 


Fig 15.—Dermoepidermal junction, with focal areas of "ultramicro-blistering" along 


basement membrane (case 1) ( x 52,000). 
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Fig ae aiy frank separation above BM. Plasma membrane appears disturbed. 
Some half-desmosomes are intact, and there is cellular debris in blister cavity (case 1) 
(original magnification x 35,000). 
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Fig 17.—Biopsy specimen of epithelium. Epidermis is intact, and basal 
cells show mild cytoplasmic degeneration and disorganization. Plasma 
membrane on free border is eroded, but general contour is intact (case 3) 
( x 3,600). 
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Fig 18.—''Dystrophic" epidermolysis 
bullosa (dermolytic bullous dermatosis). 
Biopsy specimen of epithelium. Sepa- 
ration occurs cleanly beneath base- 
ment membrane (original magnification 
x 21,000). 


near-normal rate, but as more new lesions 
developed and many of the older lesions 
failed to heal, the patient's weight leveled 
off at about 4.5 kg. 

Treatment consisted entirely of sympto- 
matic care with locally applied and system- 
ically administered antibiotics. At the age 
of 7 months, the patient died of an uncer- 
tain immediate cause. 

CasE 3.—A 7-day-old black girl, at the 
time of the first examination, was noted to 
have a large erosion over the right leg. It 
extended from just above the knee to the 
ankle and included a small portion of the 
foot (Fig 5). There were a few scattered 
small erosions elsewhere. It was noted that 
minimal trauma to the skin would result in 
new erosions or blisters. The first few 
feedings resulted in oral erosions. The pa- 
tient was placed in isolation. Over the next 
few days, a number of blisters and new 
erosions developed. The patient was never 
able to take feeding adequately. The ero- 
sions and blisters continued to spread, and 
the patient died at 27 days of age. 

CASE 4.—A 12-year-old white boy was 
noted to have had, at birth, erosions of the 
buttocks and the trunk and fragility of the 
skin. Blisters developed at sites of slight 
trauma and at times apparently spontane- 
ously. The oral mucous membrane was mod- 
erately fragile, but lesions did not in- 
terfere with feeding. A younger brother 
(case 5) has the disease, but the family his- 
tory, including male and female siblings, 
was otherwise noncontributory. Early in 
the course of the disease, lesions healed 
promptly, but gradually over the first few 
years of life, erosions failed to heal for 
weeks or months. When healing did occur, 
there was no scar formation, except in 
areas of severe secondary infection. Exu- 
berant granulation prone to secondary in- 
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fection developed frequently and resulted 
in lesions similar to vegetating pyoderma. 
This type of lesion was particularly likely 
to occur about the mouth, but generally 
spared the vermilion border of the lips. 
Throughout the course of the disease, the 
hands and feet rarely developed lesions, 
except of the nails. By age 5, all nails, ex- 
cept the fifth fingernail, had been lost at 
least once. The patient's general growth 
and development were only mildly re- 
tarded. At the age of 5, he weighed 15.9 kg. 
His intelligence was normal. The deciduous 
teeth developed caries early, and the per- 
manent teeth were markedly dystrophic. 
He had been mildly anemic since infancy. 
At age 7, he was treated with prednisone, 
maximum dose of 15 mg daily. The treat- 
ment was continued for more than one 
year, during which time some improve- 
ment was thought to have occurred. He has 
also been treated frequently for skin infec- 
tions with antibiotics. Group A -hemolytic 
— Streptococcus was the most frequent orga- 
nism found. Local treatment has been 
symptomatic. 

Over the past few years, the skin lesions 
have been relatively stable (Fig 6 to 8), but 
his general growth and physical develop- 
ment have slowed. He is able to attend 
school, where he does average to good 
work. The iron deficiency anemia has been 
complicated by relative bone marrow fail- 
ure, and blood transfusions at one- to four- 
month intervals have been required. Re- 
cent blood cell counts yielded the following 
values: hemoglobin, 8.0 gm/100 ml; red 
blood cells, 4,300,000; hematocrit reading, 
28%; 2.2% reticulocytes; and WBC count, 
7,100/cu mm. Urinalysis has always been 
normal. A recent total serum protein value 
was 6.8 gm/100 ml (serum albumin, 2.5 
gm/100 ml, and serum globulin, 4.3 gm/100 
ml, with y-globulin being 1.9 gm/100 ml). 
His height was 157.5 em and his weight 
was 26.3 kg. Although considerable blood 
was lost through the skin, there was no evi- 
dence of notable gastrointestinal or uri- 
nary blood loss. 

CASE 5.—A 10-year-old white boy (the 
brother of case 4) has had a similar course, 
except that the overall severity of the con- 
dition is greater, principal regarding 
general growth and development. At age 3, 
he weighed 9.5 kg and at age 9, 16.8 kg. He 
did not walk well until after age 3, though 
foot lesions were not marked, and toilet 
training was delayed. He was slow to 
speak, and has not been able to attend 
school because of the severity of his dis- 
ease, though he has made some progress 
by home tutoring. Several observers think 
that his learning difficulties are secondary 
to his disease. 

The skin lesions have differed somewhat 
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from those of his brother (Fig 9 to 12). The 
posterior portions of the scalp and neck 
were severely involved with an erosion 
that has remained unhealed for several 
years. The blisters and erosions of the 
trunk and the arm frequently have an an- 
nular, circinate, or gyrate pattern (Fig 9). 
He rarely has had lesions on the legs, in 
contrast to his brother who frequently has 
had leg lesions. Perhaps somewhat sur- 
prisingly, he has much milder oral lesions, 
but his teeth are as dystrophic as his 
brother’s (Fig 11). Neither brother has had 
dysphagia. Esophageal x-ray film studies 
have been normal. The patient has been 
treated for many skin infections (espe- 
cially those due to -hemolytic streptococci 
and occasionally those due to Pseudomonas 
aeruginosa and Candida albicans) and has 
had several episodes of mild pneumonitis. 
He has had iron deficieney anemia since in- 
fancy and, like his brother, relative bone 
marrow failure. The patient’s hemoglobin 
value has been as low as 2.3 gm/100 ml, 
and he has needed repeated transfusions. 
Treatment with steroids (maximum dos- 
age of 15 mg of prednisone daily) seemed 
for a time to be mildly beneficial but was 
stopped because of concern for side- 
effects. 


Microscopical Studies 


Light Microscopy.—All skin speci- 
mens were monotonously similar, 
showing clean separation above the 
PAS-stained basement membrane 
(Fig 13). The separated epidermis 
was normal-appearing, except when 
secondary infection was present. 
Without secondary infection, the co- 
rium generally showed little in- 
flammatory  infiltrate. Separation 
generally occurred in the follicles at 
the level of the sebaceous gland. The 
light microscopical alterations of the 
esophagus, the larynx, the jejunum, 
and the gallbladder have been de- 
scribed in case 1. 

Electron Microscopy.—Specimens 
were of the skin only. All showed the 
same basic alterations, with separa- 
tion occurring in the plane between 
the plasma membrane of the basal 
cell and the basement membrane (Fig 
14). Although there was usually mild 
to marked damage to the basal cell 
plasma membrane, overall degenera- 
tive changes of the basal cells were 
generally mild. The earliest changes 
in the separation process appeared to 
be widening of the "space" between 
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the plasma membrane of the basal 
cell and the basement membrane (Fig 
15) Early frank separation fre- 
quently was associated with disrup- 
tion of the plasma membrane (Fig 
16), but occasionally it was remark- 
ably preserved. The half-desmosomes 
often retained low density with rela- 
tively amorphous material attached, 
presumably the remnants of the fi- 
brillar and  nonfibrillar material 
normally present between the half- 
desmosomes and the basement mem- 
brane. The basement membrane of 
superificial capillaries showed altera- 
tions of uncertain significance in the 
form of "reduplication." 

Specifie differentiation of Herlitz 
disease from dermolytic bullous der- 
matosis could be made easily, even 
with biopsy specimens of the epithe- 
lium. This differentiation is of great 
practical importance, since the 
trauma of biopsy frequently results 
in complete separation. Although the 
edge of a developing separation is 
ideal for study, the separated epi- 
dermis itself is sufficient for diag- 
nosis if relevant clinical information 
is available. This differentiation is il- 
lustrated in Fig 17 and 18. Figure 17 
shows the mildly disrupted plasma 
membrane of the basal cells, free of 
basement membrane, characteristic 
of Herlitz disease, contrasting with 
Fig 18, an example of dermolytic bul- 
lous dermatosis in which the base- 
ment membrane remains attached to 
the epidermis. 


Comment 


Although the past diagnostic con- 
fusion is understandable, it seems ap- 
parent that Herlitz disease is a dis- 
tinct entity. On purely clinical 
grounds, it is notably different from 
dermolytic bullous dermatosis. In 
Herlitz disease, the hands and feet, 
with the exception of the nails, are 
rarely involved; in dermolytic bullous 
dermatosis, the hands and feet are 
sites of predilection. Fusion of the 
skin of adjacent digits does not occur 
in Herlitz disease; it is frequently 
present in patients with dermolytic 
bullous dermatosis, especially in cases 
so severely affected that general de- 
velopment is retarded. Primary scar- 
ring does not occur in Herlitz disease 
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New Classification of Mechanobullous Diseases (Adapted From Pearson’) 


Preferred Designations 


Nonscarring diseases 
Epidermolysis bullosa simplex 
. Recurrent bullous eruption of 
hands and feet (Cockayne 
disease) 
Junctional bullous epidermatosis 
(Herlitz disease) 


Scarring diseases 
Dermolytic bullous dermatosis 
Dominant type 


Recessive type 


Acquired type 





in contrast to dermolytic bullous der- 
matosis. It is true that minimal su- 
perficial scarring may be found in 
Herlitz disease after healing of in- 
fected or excessively irritated lesions, 
but this condition should offer no 
problem when the overall picture is 
considered. Milia, so characteristic of 
dermolytic bullous dermatosis, are ex- 
tremely rare in Herlitz disease. Al- 
though esophageal erosions occur in 
Herlitz disease, the scarring found in 
most cases of severe dermolytic bul- 
lous dermatosis is not present. The 
clinical course of Herlitz disease dif- 
fers from dermolytic bullous derma- 
tosis. Even today with the avail- 
ability of antibiotics and steroids, 
most patients with Herlitz disease die 
in infancy or early childhood. In con- 
trast, early death is unusual even in 
patients with very severe dermolytic 
bullous dermatosis. The long survival 
of two of our patients (cases 4 and 5) 
is unusual, but the patient of Ridley 
and Levy,’ who seems to be an accept- 
able case, survived 35 years. 

The nail and teeth changes are of 
some interest. The nails may vary 
from noninvolvement throughout life 
to temporary loss, to thickening and 
discoloration, to thinning and ony- 
cholysis, to permanent loss. In the 
last case, the nail bed and fold are 
usually nonscarred. Teeth changes 
are characterized by deficient size, de- 
formities (eg, abnormal shape and 
surface pitting), discoloration, and 
early caries. 
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Other Designations 


Dominant 
Dominant 


Weber-Cockayne syndrome 


Epidermolysis bullosa 
hereditaria letalis 


Recessive 


Epidermolysis bullosa 
dystrophica hyperplastica; 
epidermolysis bullosa 
albopapuloides 

Epidermolysis bullosa 
dystrophica polydysplasia 

Epidermolysis bullosa 
acquisita 


Dominant 


Recessive 


None 


The anemia in the patients who 
survived longer than usual cannot be 
accounted for on the basis of iron 
deficiency alone or blood loss, but ap- 
pears to be a bone marrow failure, 
presumably secondary to the disease 
itself. 

The basis of the lethality of the dis- 
ease is also somewhat vague. Early in 
the course of the disease, patients are 
able to handle infection quite well, 
but when large areas of epidermis 
have been lost, bacterial and monilial 
infection can no longer be contained 
even in intact epidermis. It is not al- 
together clear that infection is al- 
ways the terminal event, however, 
since some patients who are carefully 
managed in isolation die without evi- 
dence of notable infection (or severe 
electrolyte problems for that matter). 

It seems most probable that re- 
tarded general growth and develop- 
ment in the disease are related not to 
growth hormone deficiency but to 
failure of end-organ response. We 
have had the opportunity to assay 
growth hormone only in one case of 
Herlitz disease and one case of der- 
molytic bullous dermatosis. Both had 
normal levels. 

The distinct microscopical findings 
in Herlitz disease are plausible. A 
nonscarring disease would be ex- 
pected to be superficial, whereas a 
scarring disease produces dermal 
damage. The plane of separation is 
the same as that found in bullous 
pemphigoid, suction blisters, and liq- 


uid nitrogen blisters, all nonscarring 
processes. 

Speculation about the nature of the 
defect in Herlitz disease is limited by 
lack of knowledge about the mecha- 
nism by which the basal cells and 
the basement membrane normally are 
held together. The defect might be a 
structural alteration in any of the 
three components of the dermoepi- 
dermal junction, the plasma mem- 
brane of the basal cells, the hypothet- 
ical “glue” or fibrillar components 
that occupy the “space” between ba- 
sal cells and the basement membrane, 
and the basement membrane. Alter- 
natively, the junction may be under 
enzyme attack. Enzymes are known 
to have an effect on junction.'^"! 
Physiologically, the junction is an 
extremely active area. Frequent re- 
modeling of the region is required in 
response to irritation and in wound 
healing. Enzymes capable of accom- 
plishing the destructive phase of 
remodeling must be available, and it 
is possible that an aberration in that 
system could be the defect. 
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Poison Oak Hyposensitization 


Evaluation of Purified Urushiol 


William L. Epstein, MD, San Francisco; Harold Baer, PhD, Bethesda, Md; 
Charles R. Dawson, PhD, R. G. Khurana, PhD, New York 


More than 500 volunteers were patch 
tested with dilutions of purified poison 
oak urushiol in acetone. Of this group, 69 
subjects participated in three experi- 
ments that conclusively showed that large 
amounts of urushiol taken over a period 
of three or more months produced mea- 
surable hyposensitization, as detected by 
repeated patch testing. No systemic tox- 
icity was observed, but pruritus ani was 
common, and occasional skin eruptions 
were seen when too much drug was 
given. These cutaneous symptoms and 
signs disappeared once the subject had 
become hyposensitized. 


rines or parenteral admin- 
istration of extracts of poison ivy 
or poison oak leaves was proposed 
more than 50 years ago'? as a means 
of protection against sensitivity to 
these weeds. Many preparations that 
are advertised as being able to pro- 
duce hyposensitization are sold with- 
out prescription. Large industrial 
firms, which have field workers who 
are exposed to poison oak or poison 
ivy, use these products, claiming that 
they reduce the incidence of occupa- 
tional dermatitis. However, investi- 
gators in this area have shown re- 
peatedly that these preparations 
contain little or no active allergen,** 
and many dermatologists are of the 
opinion that their effect is little bet- 
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ter than that of a placebo. In recent 
years, more active preparations have 
become available for experimental 
study, but also here contradictory re- 
sults have been reported**^'; several 
studies of an alum-precipitated ex- 
tract have produced diametrically op- 
posite results.*'" Variability in the 
potency or stability of the different 
preparations may account for some of 
the conflicting and confusing reports. 

We performed a detailed study of a 
purified poison oak .urushiol, which 
produced measurable hyposensitiza- 
tion when given orally in large doses. 
This preparation differs from those 
previously tested in that it consists 
only of the pure active ingredient, 
urushiol. The dosage, therefore, was 
measured in terms of the weight of 
the active ingredient that was admin- 
istered. 


Materials and Methods 


Urushiol was extracted from poison oak 
leaves that were collected in California. 
Analysis by physical and chemical means 
indicated that it was almost 100% free of 
other leaf components. For skin testing, 
urushiol was made up as a stock solution 
10 mg/ml in acetone and stored in the 
freezer, where it remained stable for at 
least two years, as determined by chemical 
analysis and skin test reactivity. For ther- 
apy, urushiol was supplied as a sterile solu- 
tion in olive oil in concentrations of 1 to 5 
mg/ml and stored at 4 C. 

Selection of Subjects.-The volunteers 
were healthy male prisoners at Vacaville 
Medical Facility. During a period of three 
years, more than 500 men were patch 
tested, but only those who reacted posi- 
tively to topical exposure with 25yg or less 
of urushiol were accepted for hyposensiti- 
zation. Twofold serial dilutions of urushiol 
in acetone were applied at monthly inter- 
vals as an open patch in 5yl aliquots to the 


subjects’ forearms, within the area of a 
ring 8 mm in diameter." The amount of 
material applied varied from 5yg to .005ug. 
Test sites were examined 2, 4, 5, and 7 
days later and graded 1+ (erythema and 
edema) to 4+ (bullae). Once the patch test 
reactions stabilized, which usually required 
three months, the subjects were placed 
randomly into an experiment and received 
either the active medication (urushiol) or a 
placebo (olive oil in gelatin capsules) once 
or twice daily, for five days every week. 
After the treatment, the skin tests were 
repeated at monthly intervals, except as 
noted in the following section (see experi- 
ment 3). 

Before entering an experiment, each 
subject underwent a physical examination; 
a hemogram, urinalysis, and blood chem- 
istry studies using an automated multiple 
analysis system were performed for each 
subject. At intervals during and at the 
completion of each experiment, the labora- 
tory studies were repeated. In addition, 
the subjects were questioned daily about 
pruritus or other untoward skin reactions, 
and the dose of medication that they re- 
ceived was regulated according to symp- 
tomatology. 

Experimental Methods.—Three  experi- 
ments were performed. Initially, 30 sub- 
jects who had positive reactions to urushiol 
received either intramuscular injections or 
oral administration of urushiol in olive oil. 
The drug was given in gradually increas- 
ing doses, according to each volunteer's 
ability to tolerate the drug. Unfortunately, 
it became apparent very early in the study 
that the intramuscular route was unaccept- 
able. Almost from the beginning, the men 
experienced pruritus and inflammatory re- 
actions at the injection sites. Evaluation of 
patch test responses was then made in 13 
subjects in this group who completed tak- 
ing 80 to 100 mg of urushiol. 

In experiment 2, 32 volunteers received 
either urushiol or the placebo orally in 
double blind fashion. To minimize observer 
bias, the persons applying and scoring the 
patch tests were different from those who 
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Fig 1.—Linear regression curve (semilog) of moderately sensi- 
tive subject 1 (experiment 3) who responded favorably to treat- 
ment with urushiol. 


handled the code or those who dispensed 
the medication. In addition, patch tests 
were applied to subjects in overlapping 
groups, including those subjects who were 
being screened for future studies, so that 
the design of any given experiment was 
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e Clinical Reactivity 
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Fig 2.—Linear regression curve (semilog) of very sensitive sub- 
ject 8 (experiment 3) who responded to treatment with urushiol. 
Note very steep slope at 2.0yg level. 


not readily apparent. Each of the 29 sub- Fig 3.—Percentage of subjects with positive reactions, at various dilutions of urushiol 
jects of this group ingested 100 mg of the in acetone. The 2.0ug intercept falls at 4096, which is approximately that noted by others 
drug. using other patch testing materials. Asterisk indicates number of subjects tested. 


As an extension of the second experi- 
ment, eight subjects receiving active medi- 100 
cation continued taking the drug until 
more than 200 mg had been ingested; then 
they received a maintenance dosage of 1 to 
2 mg of urushiol daily for five days a week 
for up to 23 months. 

Because repeated patch testing seemed 75 
to influence the overall results, a third ex- 
periment was designed. Thirty subjects 
with positive reactions to urushiol were di- 
vided randomly into 3 groups, two of which 
were tested only two to three times before 
the experiment and then twice at the com- 
pletion, several months later. These men 
received either urushiol or a placebo, in 
double blind fashion, up to a total dose 
of more than 250 mg. A third group was 
patch tested at monthly intervals through- 
out the experimental period of 6 to 12 
months and received no medication; 27 
subjects completed this regimen. 

Data Processing.—The system of repeat 
patch testing generated a large number of 
figures; since the results of the patch tests 
changed qualitatively at all concentrations, 
as well as at the end point dilution of reac- 


Cc 
o 


Percent with Positive Reactions 


tivity, both qualitative and quantitative 0.5 1.25 
changes were tabulated first. All scores 

J 
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Table 1.—Results of Patch Tests, Experiment 3 Table 2.—Linear Regression Curves 
of Subjects Receiving 80 to 100 


mg of Urushiol* 


Slope of 
Linear 
Regression 
Curve 


Urushiol Administered, “g/ml 


Patch Test 0.1 0.05 0.025 0.01 


Moderately sensitive subject 1* 
Before 1.85 2.00 


After 1.43 1.00 


Strongly sensitive subject 8T 
Before 


After 


Sub- De- 


0.093 ject Before After creaset 


16.51 
15.95 


1.43 
0.29 


62.92 
25.84 


3.25 
1.00 


2.88 
0.17 





* Mean scores of 8 to 12 readings. 
t Mean scores of 8 to 16 readings. 


Table 3.—Linear Regression Curves at 2.0ug Level in Experiment 2 
Subject No. Subjects Taking Placebo 
For Each 

Group 


Subjects Taking Urushiol 


M or 
Before After Decrease* 


2.06 1.92 0.144 
2.11 0.92 1.19 
0.33 0.49 None 
6.51 1.21 5.30 
2.58 2.23 0.358 
2.78 0 2.78 
5.02 4.46 0.56$ 
1.48 0.66 0.82 
2.28 3.56 None 
0.92 1.70 None 
2.57 0.79 1.78 
9.63 1.87 7.76 
1.05 0.18 0.87 
1.10 0.88 0.22 
1.71 1.15 0.56!| 
8.53 2.24 6.29 





Decreaset 
2.331 
0.78 
0.63 
Nonet 
1.56 
None 
None 
Nonell 
0.77 
None 
3.18 
None$ 
0.35 


Before After 
3.88 1.55 
3.09 2.31 
1.49 0.86 
2.14 3.63 
5.14 3.58 
0.38 1.57 
0.10 0.12 
1.04 1.27 
1.65 0.88 
1.32 1.25 
7.86 4.68 
2.01 2.66 
1.89 1.54 


* Two-microgram intercepts calculated on 
linear regression curves; percentage im- 
proved, 69%; improvement factor, 1.20. 

f Mean decrease, 1.73. None indicates 
there was an increase in reactivity. NS indi- 
cates not significant. 

i Measured at 0.25,g level. 





Table 4.—Reactions to Patch Tests, 
Experiment 2 












Urushiol Placebo 


Improved 10 7 
Slightly 

improved 3 0 
No change 0 2 








* Mean decrease, 2.20; None indicates there was an increase in reactivity. 
t Mean decrease, 1.37; None indicates there was an increase in reactivity. 


t Measured at 0.4yg level. 
§ Measured at 0.25,g level. 
|| Measured at 0.05y¢ level. 


from 0 to 4 for individual patch test dilu- 
tions of all tests performed before, during, 
and after each experiment were then 
added separately, and an arithmetic mean 
was calculated. These numbers were used 
to compute a linear regression curve to 
describe the patch test responses for each 
subject at each time period. Instead of 
recording these curves or their slopes, 
the intercept value for 2.0ug urushiol was 
recorded for each curve in mild and moder- 
ately sensitive subjects because it fell 
within the linear portion of the curve. In 
addition, a separate study showed that ap- 
plication of 2.0ug of urushiol in the 8-mm- 
diameter test site was approximately 
equivalent to testing with poison oak 
leaves, which presumably reflected the 
level of clinical sensitivity. In other words, 
a zero reading at this point would indicate 
clinical nonreactivity. In highly sensitive 
persons who had steep nonlinear curves in 
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the 2.0ug range, more linear areas of the 
curve were chosen such as 0.4ug, 0.25ug, or 
0.05ug intercepts to bring their values in 
line with others. Examples of linear re- 
gression curves for moderately and 
strongly sensitive volunteers are shown in 
Fig 1 and 2, and Table 1. 

A final calculation was made of the Im- 
provement Factor (IF); the IF value repre- 
sents the mean decrease for each group in 
any experiment multiplied by the percent 
of subjects in that group who responded 
favorably. 


Results 


Figure 3 shows the percentage of 
subjects with positive reactions to 
various dilutions of urushiol in ace- 
tone who were detected by the 
screening tests. According to the 
curve, 40% of the volunteers would be 









Mean 
decrease 


95 improved 81 54 
Improvement 
factor 1.79 0.74 


reactive to urushiol at the 2.0ug level. 

The laboratory studies that were 
performed revealed no evidence of 
drug-induced systemic toxicity due to 
ingestion of the drug over a period 
lasting between three months and 
three years. On the other hand, pru- 
ritus, especially pruritus ani was a 
relatively common complaint, which 
was usually alleviated by giving the 
drug in three or more divided doses 
and, eventually, by the passage of 
time, as the subjects became hypo- 
sensitized and less reactive. Inter- 
estingly, several subjects developed 
flareups of patch test sites or finely 
maculopapular erythematous erup- 
tions in odd places, such as on the 
thighs, on the wrists, about the nose, 


or in pressure areas. These eruptions 
\ 






2.20 1.37 
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Table 5.—Linear Regression Curves at 2.0ug Level of Subjects Receiving More Than 200 mg Urushiol . 


After 6-12 Months ; 

After 100 mg 250 mg Maintenance Total Drug 
— a. FCRI OO | Ine 

Before D* D D D mg 


0.88 0.22 0.49 0.61 0.73 0.37 367.6 
2.24 6.29 1.63 6.90 0.54 7.99 349.8 
0.18 0.87 0.40 0.65 0.38 0.67 386.0 
0.79 1.78 0.64 1.93 0.61 1.96 0.91 507.6 
1.87 7.76 1.45 8.18 1.30 8.33 1.00 509.4 
1.15 0.56t 1.26 0.45t 1.04 0.671 0.92 472.0 
0.66 0.82 1.061 0.42 0.15 1.33 357.6 
1.70 2.04 0.44 0.48 677.5 


After 200 to After 4-6 Months 


Maintenance 


Subject 
14 1.10 
16 8.53 
13 1.05 
11 2.57 
12 9.63 
15 1.71 

8 1.48 
10 0.92 


1.66 
8.63 
0.79T 


0.62 
0.188 
0.29]| 


2.92 
2.92 


0.30 


2.73 
2.73 


Mean Decrease 


Improvement Factor 


* D indicates decrease. 
t Measured at 0.05yg level. 


t Two months delay before starting 200 mg ingestion. 


§ After 18 months maintenance. 
|| After 23 months maintenance. 





Table 6.—Linear Regression Curves at 2.0ug Level, Experiment 3 


Subject No. 
For each 

Group Before 
7.16 
4.12 
1.07 
9.01 
0.48 
2.71 
0.81 
5.54 
0.61 


CPN] oD) oa) »5|[co|m|- 


a 


Subjects Taking Urushiol 


Decrease* 


Subjects Taking Placebo 


Before 
1.74 
3.021 3.02 
1.07 0.78 
None 0.61 . 0.21 
0.051 0.26 
0.65 1.10 0.22 
0.56 0.55 0.01 
3.821 7.34 None 
None 1.86 


0.84 0.06 


0.80 





* None indicates there was an increase in reactivity. 


f Measured at 0.4yg level. 
t Measured at 0.05,g level. 


were readily controlled by adjusting 
the drug dosage. No subject was re- 
moved from the study for a drug-in- 
duced eruption and no instances of 
urticaria, erythema multiforme, or 
dyshidrosis were observed in this 
study. 

Table 2 contains the results of the 
firs:, or open experiment, and indi- 
cates that nine of 13 subjects showed 
decreased patch test reactions at the 
completion of the study, with a mean 
decrease value of 1.73. Three subjects, 
however, had increased responses, 
which suggests that 80 to 100 mg of 
urushiol may be insufficient to cause 
hyposensitization. 

Table 3 portrays the results of the 
double blind experiment 2 in which 13 
of the 16 subjects receiving urushiol 
showed decreased responses, while 
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seven of the 13 subjects receiving the 
placebo likewise had decreased re- 
sponses. But the mean decrease value 
and IF were clearly greater in the 
urushiol-treated group (Table 4). 
Eight subjects of this group contin- 
ued on active medication; and as 
shown in Table 5, all but one subject 
maintained improvement over their 
starting values after taking 200 to 
250 mg of urushiol, and four of these 
subjects continued to improve. Even- 
tually, everybody became hyporeac- 
tive. The total dose for each subject is 
listed also. 

The response of subject 8 is instruc- 
tive; initially his end point for patch 
testing was 0.5ug, where he had a 1+ 
reaction. He became hyperreactive 
while receiving a urushiol dose of up 
to 250 mg and had 2+ reactions at 


Decrease* 


Nonet 


Nonet 


None 





Subjects Patch Tested Only 


Decrease* 
None 
0.87 0.30 
1.38 None 
1.37 0.31 
2.19 0.27 
0.25 0.81 
0.12 0.23 None 
9.40 9.29 0.21 
0.31 0.56 None 


After 
2.38 


Before 
1-27 
1.17 
0.64 
1.68 
2.46 
1.09 


Table 7.—Reactions to Patch Tests, 
Experiment 3 


Patch 
Only 


Uru- Pla- 
shiol cebo 


Improved 
Slightly 


improved 
No change 


Mean 
decrease 


% improved 


Improvement 
factor 


the 0.125ug level. With continued 
medication, his hyperreactive state 
rather suddenly reversed; he quickly 
became hyporeactive and eventually 
almost nonreactive, with a negative 
or a weak 1+ reaction to 2.5ug of 
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urushiol. A reading of 0.3 or below on 
the linear regression curve signifies 
virtually negative patch test responses 
at the clinical level of 2.0ug. From 
the table it can be seen that in this 
experimental group, only subject 8 
achieved true clinical desensitization; 
it took a long time and occurred only 
after he had ingested more than 300 
mg of the drug. 

Results of the final double blind ex- 
periment are recorded in detail in 
Table 6 and in more condensed form 
in Table 7. It is clear that the subjects 
in the group receiving greater than 
250 mg of urushiol benefited, as com- 
pared to those receiving the placebo 
or those receiving patches alone. The 
IF figures particularly emphasize the 
differences. While five of the nine 
subjects tested with only patches 
showed decreased reactivity, the 
changes were minor and their IF re- 
mained quite low. Two subjects (3 and 
7) who received urushiol became clini- 
cally desensitized, while one subject 
who received repeated patch tests 
was also desensitized. Subject 7, who 
was tested only with patches, was 
never clinically sensitive by our crite- 
ria. 


Comment 


Various dilutions of urushiol in ace- 
tone were used to skin test the volun- 
teers for poison oak sensitivity. Of 
the more than 500 volunteers tested, 
40% would be considered reactive to 
2.0ug of urushiol, the level considered 
equivalent to clinical sensitivity to 
poison oak leaves. This figure is com- 
parable to that found by others in 
other populations.'?-'* 

We have used a new calculation 
method to incorporate all results of 
patch tests performed in the present 
study for quantitative evaluation of 
hyposensitization. This approach was 
required in order to present all scores 
obtained after skin tests for each sub- 
ject with various dilutions before, 
during, and after the treatment, 
rather than the method used previ- 
ously, which gave a narrative report, 
with chosen examples.’ A linear re- 
gression curve was drawn from the 
tabulated and calculated skin test 
readings. It was found that a single 
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intercept on the curve at 2yug level 
gave meaningful figures for subjects 
with both weak and moderate reac- 
tions. In highly sensitive persons, 
however, the curves in this area were 
very steep and nonlinear, so that 
lower values for intercepts were cho- 
sen so as not to skew the overall re- 
sults and to allow meaningful com- 
parisons of the different groups. 

From the data presented, it is ap- 
parent that in most persons urushiol 
ingestion is effective for hyposensiti- 
zation but not for desensitization. 
This finding confirms earlier work, es- 
pecially Kligman's? which showed 
that large doses of poison oak or poi- 
son ivy allergens must be ingested 
over long periods of time to effect 
measurable hyposensitization. 

While a total dose of 100 mg proved 
effective for hyposensitization, a dose 
of 200 to 250 mg was better, and the 
optimal dose seemed to be one that 
was more than 300 mg. Duration of 
therapy was also a factor; those sub- 
jects who received therapy beyond 
the usual three month experimental 
period generally showed continued 
improvement. For optimal results, 
the minimum period of urushiol in- 
gestion probably should be six 
months, with a maintenance dose pre- 
scribed for everybody. The arbitrary 
maintenance dose of 5 to 10 mg per 
week that was used in this study may 
have been too low. In experiment 2 
(Table 3), several of the subjects 
seemed to be slipping back on that 
dose. Future studies should use higher 
dosages, possible 15 to 25 mg per 
week. 

A curious finding was that in every 
experiment, the patch test responses 
of some subjects increased, and 
this occurrence was independent of 
whether they took active medication 
or not. The role of repeat patch test- 
ing in this observation remains un- 
certain, but it seems clear that fre- 
quent testing tends to cloud the issue, 
reducing or heightening responses in 
an unpredictable way. This makes it 
difficult to utilize the phenomenon of 
topical hardening, as occurs in indus- 
try, to the prophylaxis of poison oak 
and poison ivy dermatitis. 

The ingestion of urushiol in doses 
of up to 677 mg during an extended 


period appears to be nontoxic. If the 
dosage is increased too quickly, ie, be- 
fore a patient becomes hyposensi- 
tized, pruritus and skin eruptions 
may occur and should be considered 
as warning signs that the dosage for 
that individual should be reduced. 
Also, we observed that intramuscular 
injection of potent urushiol is associ- 
ated with unacceptable morbidity. 

The findings reported here, while 
having clinical applicability, still be- 
long in the realm of phenomenology. 
Immunologists cannot explain why 
ingestion of poison oak and poison ivy 
allergens reduces patch test reactiv- 
ity. 


This investigation was supported by poison 
oak contract PH-43-68-632 from the National In- 
stitutes of Health. 


References 


1. Duncan CH: Autotherapy in ivy poisoning. 
NY Med J 104:901, 1916. 

2. Strickler A: Treatment of dermatitis vener- 
ata. J Cut Dis 36:327, 1918. 

3. Kligman AM: Hyposensitization against 
Rhus dermatitis. Arch Dermatol 78:47-72, 1958. 

4. Epstein WL: Rhus dermatitis: Fact and fic- 
tion. Kaiser Found Med Bull 6:197-204, 1959. 

5. Kanoff NB, Baer RL: Attempts to hypo- 
sensitize with poison ivy extracts. Ann Allergy 
22:161-164, 1964. 

6. Hoagland RJ: Prophylaxis of Rhus tox- 
icodendron dermatitis. N Engl J Med 242:130- 
132, 1950. 

7. Mitchell WF: Poison ivy prophylaxis: Folk- 
lore or scientific medicine. Ohio State Med J 
55:797-798, 1959. 

8. Langs RJ, Strauss MB: Oral prophylaxis 
against poison ivy dermatitis with Aqua Ivy tab- 
lets. J Allergy 30:130-139, 1959. 

9. Langs RJ, Fuchs AM, Strauss MB: Poison 
ivy dermatitis. Ind Med Surg 28:257-261, 1959. 

10. Epstein WL: Current status of immuno- 
logic prophylaxis for poison oak-poison ivy 
(Rhus) hypersensitivity, in Rees RB (ed): Der- 
matoses due to Environmental and Physical Fac- 
tors. Springfield, Ill, Charles C Thomas Pub- 
lisher, 1963, pp 197-200. 

11. Auerbach R, Baer H: Comparison of the 
potency of poison ivy extracts with synthetic 
pentadecyleatechol in sensitive humans. J Al- 
lergy 35:201-205, 1964. 

12. Spain WC: Studies in specific hyper- 
sensitiveness. J Immunol 7:179-191, 1922. 

13. Diebert O, Menger EF, Wigglesworth G: 
Specific hypersensitiveness: Relative susceptibil- 
ity of American Indian race and white race to 
poison ivy. J Immunol 8:287-289, 1923. 

14. Spain WC, Newell JM, Meeker MG: The 
percentage of persons susceptible to poison ivy 
and poison oak. J Allergy 5:571-574, 1934. 

15. Knowles FC, et al: Susceptibility of aller- 
gic and nonallergic persons to Rhus tox- 
icodendron. Arch Dermatol Syphylol 38:773-779, 
1938. 

16. Kligman AM: Poison ivy (Rhus) derma- 
titis. Arch Dermatol 77:149-180, 1958. 


Poison Oak Urushiol/Epstein et al [ 


~“ Lymphocytotoxicity | In 


-= Recurrent Aphthous Stomatitis 


Lymphocytotoxicity for Oral Epithelial Cells 


in Recurrent Aphthous Stomatitis and Behcet Syndrome 


Roy S. Rogers, III, MD; W. Mitchell Sams, Jr., MD; Roy G. Shorter, MD, Rochester, Minn 


Lymphocyte-epithelial cell interactions 
were studied by an in vitro lymphocyto- 
toxicity assay. No substantial cytotoxicity 
was demonstrated by lymphocytes from 
14 normal subjects and 21 disease con- 
trols, with and without oral lesions. Eight 
patients with inactive recurrent aphthous 
stomatitis (RAS) had lymphocytes that 
demonstrated an intermediate degree of 
cytotoxicity. Lymphocytes from 19 pa- 
tients with active RAS and five patients 
with oral aphthae and Behcet syndrome 
demonstrated the greatest degree of cy- 
totoxicity. Statistical comparisons re- 
vealed significant differences between 
these three groups (P —.01). The results 
of this study suggest that there is a patho- 
genic relationship between these lympho- 
cytes and RAS. 


possible — immunopathogenesis 

for recurrent aphthous stomatitis 
(RAS) is implied by several clinical 
associations and experimental obser- 
vations. Lesions of RAS often are as- 
sociated with idiopathic inflamma- 
tory bowel disease (IBD) and Behcet 
syndrome (BS), diseases for which an 
immune pathogenesis has been sug- 
gested.' Lehner? found that the titers 
of hemagglutinating antibodies to an 
antigenic extract of fetal oral mucosa 
in the sera of RAS and BS patients 
were elevated in comparison to those 
of the controls. By the direct immu- 
nofluorescent technique, Lehner’ 
demonstrated binding of immuno- 
globulins IgG, IgM, and IgA and the 
third component of complement in 
the cytoplasm of oral mucosal speci- 
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mens that were obtained from RAS 
patients. 

A cell-mediated | immunopath- 
ogenesis has been suggested by the 
histopathologic appearance of early 
RAS lesions** that fulfill the criteria 
for a delayed hypersensitivity reac- 
tion. Additional support for a de- 
layed hypersensitivity reaction was 
the demonstration of the presence of 
cytoplasmic phagosome-like bodies in 
the mononuclear cells that invaded 
the epithelium of early RAS lesions. 
This "invasive-destructive" reaction 
pattern is considered by Waksman’ 
as the forerunner of delayed hyper- 
sensitivity damage to antigen-bear- 
ing epithelial cells. Lymphocyte 
transformation tests to an antigenic 
extract of fetal oral mucosa were pos- 
itive in 12 of 28 RAS patients and in 
five of nine BS patients.* The lympho- 
cyte transformation test was nega- 
tive in 12 normal controls and in 13 
patients with miscellaneous oral ul- 
cers. The lymphocyte transformation 
test was positive with exacerbations 
and negative with remissions in one 
RAS ease that was followed sequen- 
tially.* 

The finding of the presence of lym- 
phocyte cytotoxicity in vitro for co- 
lonic target cells in inflammatory 
bowel disease*'^ and for muscle tar- 
get cells in polymyositis," and the re- 
sults of lymphocyte transformation 
studies in patients with RAS and BS* 
led Dolby" to study the lymphocytes 
of RAS patients by cytotoxicity as- 
says on gingival epithelial target 
cells. Dolby demonstrated that the 
peripheral blood lymphocytes of 
seven RAS patients reduced the sur- 
vival in vitro of gingival target cells 
when compared with that of the con- 
trols. This lymphocytotoxicity was 
blocked by preincubation of the RAS 
lymphocytes with rabbit antihuman 


lymphocyte serum.? To our knowl- 
edge, no lymphocyte cytotoxicity 
studies have been reported for BS pa- 
tients. 

This study was undertaken to dem- 
onstrate the in vitro cytotoxicity of 
RAS lymphocytes for oral mucosal 
target cells, to show cytotoxicity of 
lymphocytes from patients with BS 
for similar target cells, and to corre- 
late the degree of cytotoxicity with 
the clinical activity of the disease. 


Materials and Methods 


Thirty-two patients with the aphthosis 
diathesis were examined by one of us 
(R.S.R.). The cases were classified accord- 
ing to Cooke’s classification’ into minor 
aphthous ulcers (MiAU), major aphthous 
ulcers (MjAU), herpetiform ulcers (HU), 
and BS. Eighteen patients had MiAU, four 
patients had MjAU, five patients had HU, 
and five patients had BS. Twenty-one pa- 
tients were women and 11 were men; the 
age range was 9 to 69 years. All patients 
were in otherwise good general health, and 
none had received blood transfusions. 
Eight patients were free of oral lesions 
(inactive RAS), and 24 patients had oral le- 
sions (active RAS and BS) at the time they 
were studied. Four patients (two with 
MiAU and two with BS) were under treat- 
ment with adrenocorticotropic hormone, 
orally administered prednisone, or aza- 
thioprine at the time they were studied. 

A second group consisted of 14 healthy 
subjects (nine women and five men, aged 21 
to 55 years) who served as normal controls. 
A third group, consisting of 21 patients (12 
women and 9 men, aged 18 to 66 years), 
served as dermatologic disease controls, 
and the group was composed of ten pa- 
tients with disease involving the oral mu- 
cosa and 11 patients whose oral mucosa 
was spared. The ten patients who served 
as disease controls had active erosive, ul- 
cerative, or inflammatory involvement of 
the oral mucosa that included the follow- 
ing: bullous pemphigoid, three cases; cica- 
tricial pemphigoid, two cases; and one case 
each of erythema multiforme, acute her- 
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Fig 1.—Lymphocytotoxicity. Each dot represents different sub- 
ject studied. Negative values indicate results in which target cells 
incubated in presence of lymphocytes survived better than target 
cells incubated alone. This result would be anticipated when no 


lymphocytotoxicity is demonstrable. 


petic gingivostomatitis, pustular psoriasis, 
erosive lichen planus, and leukoplakia. Oral 
prednisone therapy had just been initiated 
in one cicatricial pemphigoid patient and 
two bullous pemphigoid patients. Among 
the 11 disease control cases where the pa- 
tients had no oral involvement, there were 
three cases of atopic dermatitis, three 
cases of psoriasis vulgaris, two cases of 
pyoderma gangrenosum, and one case of 
each of dermatomyositis, Sezary syn- 
drome, and bullous pemphigoid. 
Preparation of Suspensions of Lympho- 
cytes.—Aseptic techniques were used 
throughout. Twenty milliliters of heparin- 
ized venous blood was obtained from each 
patient by venipuncture; the lymphocytes 
were separated from the buffy coat by the 
method of Terasaki et al'^ as modified by 
Shorter et al, in which the differential ad- 
herence of polymorphonuclear leukocytes 
to polystyrene was used to separate the 
lymphocytes. The lymphocytes were fi- 
nally suspended in Hanks base tissue cul- 
ture solution in a concentration of 1x 10° 
cells per milliliter. (Penicillin, 50 units/ml, 
and streptomycin, 50ug/ml, were added af- 
ter preliminary experiments showed that 
this did not affect paired results.) Initial 
viability of the lymphocytes regularly ex- 
ceeded 85%, as determined by the exclusion 
of 0.4% trypan blue dye. All preparations 
consisted of at least 95% mononuclear cells. 
Preparation of Suspensions of Oral Muco- 
sal Target Cells.—Fresh biopsy specimens 
of oral mucosa, usually gingiva, were ob- 
tained from volunteers undergoing perio- 
dontal procedures. The tissue was placed in 
GIB medium promptly after removal. The 
mucosa then was minced into fine pieces 
and subjected to trypsinization (0.25% 
trypsin) for two hours. The suspension of 
target cells then was washed three times 
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with Hanks base tissue culture solution 
and adjusted to a final concentration of 
1x 10° cells per milliliter in the same me- 
dium. Initial viabilities of the target cells 
in suspension regularly exceeded 80%, as 
determined by the exclusion of trypan blue 
dye, and over 95% of the cells were basa- 
loid. 

Method of Testing.—Eacn cytotoxicity as- 
say was set up in triplicate. In each sterile 
15-ml-capacity hard glass centrifuge tube, 
concentrations of 1X10* viable oral target 
cells were incubated with 1x10° viable 
lymphocytes in Hanks base tissue culture 
solution. For each assay, control suspen- 
sions of oral target cells were incubated 
without lymphocytes to establish the natu- 
ral rate of target cell survival. All incuba- 
tions were carried out for 18 hours at 37 C. 
The 18-hour incubation period was selected 
after preliminary studies showed that sub- 
stantial cytotoxicity was demonstrable af- 
ter 18 hours. 

The final viability of the oral target cells 
was determined by exclusion of 0.4% try- 
pan blue dye at the end of the incubation 
period. The cells in each assay tube were 
counted twice by direct microscopy. Target 
cell survival was expressed as the percent- 
age of living cells that were present. Cy- 
totoxicity was calculated by using the fol- 
lowing formula: cytotoxicity 96 —-(T)—(L & 
T), where (T) represented survival of tar- 
get cells incubated alone and (L & T) rep- 
resented survival of target cells incubated 
in the presence of lymphocytes. 

Lymphocytes from all 35 controls and 
from the 32 aphthosis patients were tested 
in this manner, using allogeneic oral target 
cells. Four of the controls and two of the 
patients chosen at random also were tested 
using autologous oral target cells. 

Assays were performed over a six- 
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Fig 2.—Study of lymphocyte cytotoxicity and clinical disease 
activity in one RAS patient. Dotted area under curve represents 
duration of active oral lesions and curve represents results of cy- 
totoxicity assays during period under study. 


month period every seven to ten days on 
one RAS patient with HU. 

Statistical comparisons of cytotoxicity 
involved the use of the rank-sum method." 


Results 


Cytotoxicity Assays.—The results 
presented in the Table and in Fig 1 
demonstrate a significant in vitro 
lymphocytotoxicity for allogeneic oral 
epithelial target cells, when the ag- 
gressor lymphocytes were from pa- 
tients with the aphthosis diathesis 
and the results were compared to the 
controls. Statistical analysis revealed 
three distinct groups of results with 
regard to cytotoxicity (P<.01). In the 
first group, composed of normal sub- 
jects and disease controls, with and 
without oral lesions no substantial cy- 
totoxicity was demonstrated. In pa- 
tients with inactive RAS an inter- 
mediate degree of cytotoxicity was 
demonstrated. In the third group, pa- 
tients with active RAS and BS, the 
greatest degree of cytotoxicity was 
demonstrated. No obvious differences 
were noted between the RAS vari- 
ants, MiAU, MjAU, HU, and BS. 

Not included in the Table or in Fig 
1 are the differences between the re- 
sults of the six assays using autolo- 
gous and allogeneic target cells: they 
were 0%, 0%, 1%, 2%, 2%, and 3% 
(mean = 1.3%). It is apparent that the 
source of the target cells made no dif- 
ference with regard to the degree of 
cytotoxicity. 

Degree of Cytotoxicity and Clinical 
Activity.—The significant difference 
between the cytotoxicity of lympho- 
cytes from aphthosis patients without 
oral lesions (inactive RAS) and those 
from aphthosis patients with oral le- 
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Results of Lymphocytotoxicity Assays 


Group 
Normal subjegts 
Disease controls, no oral lesions 
Disease controls, oral lesions 
Inactive RAS 
BS 
Active RAS 





No. of Mean Cytotoxicity, 

Subjects % (Range*) 
14 1.7(—1 to 4) 

11 2.2(—2 to 5) 
10 1.4(—2 to 5) 
7.1(4 to 10) 

13.8(10 to 18) 
15.7 (7 to 27) 


* Negative values indicate results in which target cells incubated in presence of lympho- 
cytes survived better than target cells incubated alone. This result would be anticipated when 


no lymphocytotoxicity is demonstrable. 


sions (active RAS and BS) demon- 
strated that the presence of oral le- 
sions correlated with a greater degree 
of cytotoxicity, and the absence of 
oral lesions correlated with a lesser 
degree of cytotoxicity for oral target 
cells in vitro. 

One RAS patient was studied se- 
quentially for a period of six months. 
Each exacerbation correlated with a 
greater degree of cytotoxicity, and 
each remission correlated with a 
lesser degree of cytotoxicity (Fig 2). 


Comment 


Our observations confirm and ex- 
tend the finding of Dolby" that the 
peripheral blood lymphocytes of 
seven patients with MiAU were cy- 
totoxic in vitro for allogeneic oral epi- 
thelial target cells. In addition, this 
study demonstrates cytotoxicity of 
lymphocytes for allogeneic or autolo- 
gous oral target cells for all three 
types of RAS, as well as for BS pa- 
tients with oral aphthae. We believe 
that it is significant that nonaphthous 
inflammatory diseases of the oral mu- 
cosa are not associated with cytotox- 
icity, because this suggests disease 
specificity for this property of RAS 
lymphocytes. 

Another fundamental question re- 
garding this lymphocyte-epithelial 
cell interaction is its tissue speci- 
ficity. No cytotoxicity was demon- 
strated for skin, vaginal, or colonic 
mucosal target cells in our prelimi- 
nary experiments. Dolby' has dem- 
onstrated that peripheral blood lym- 
phocytes of six patients with MiAU 
were not cytotoxic for colonic mucosal 
target cells. Further studies, using 
various epithelial and nonepithelial 
target cell suspensions, are in prepa- 
ration. 

The lymphocyte cytotoxicity re- 
ported here is manifested in a pri- 

ary cell line in the first 18 hours of 
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incubation in the culture. The absence 
of allogeneic cytotoxicity in 35 con- 
trols and the similar results with both 
allogeneic and autologous target cells 
militates strongly against the theory 
that histoincompatibility is the cause 
of target cell death. 

The cytotoxicity of RAS lympho- 
cytes for oral epithelial target cells is 
reminiscent of the situation in idio- 
pathie IBD, where peripheral blood 
lymphocytes are cytotoxic for autolo- 
gous or allogeneic colonic target cells 
in vitro.*/^:529 Oral aphthae may oc- 
cur coincidentally with or antedate 
the onset of flares of IBD activity." 
We have recently studied one patient 
with both active RAS and idiopathic 
IBD and have demonstrated lympho- 
cyte cytotoxicity for both oral and co- 
lonic target cells (unpublished data). 

The relationship of our findings to 
the pathogenesis of RAS is not yet 
clear. It has been suggested” that the 
occurrence of blast cell transforma- 
tion of lymphocytes from 12 of 28 
RAS and five of nine BS patients ex- 
posed to fetal oral mucosal extracts in 
vitro is presumptive evidence for a 
cellular immunopathogenesis. The 
demonstration of lymphocyte cyto- 
toxicity in vitro for oral epithelial tar- 
get cells in RAS by Dolby'?'* and by 
us indicates a need for further studies 
of the cellular limb of the immune 
system in RAS patients. The correla- 
tion of both the lymphocyte transfor- 
mation test? and cytotoxicity for oral 
target cells with the clinical exacer- 
bations and remissions of RAS sug- 
gests a possible pathogenic relation- 
ship between the RAS lymphocyte 
and the disease. 
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Ultraviolet Light and Cytoplasmic 


Tubules in Lupus Erythematosus 


Sanders H. Berk, MD, Harvey Blank, MD, Miami, Fla 


The skin of patients with lupus er- 
ythematosus (LE) and related diseases 
was examined for cytoplasmic tubular ag- 
gregates (CTA) before and after ultravio- 
let light (UVL) irradiation. 

All the biopsy specimens from active 
skin lesions of patients with LE contained 
CTA. Eight (44.496) of 18 patients with 
systemic lupus erythematosus (SLE) and 
one (11.1%) of 9 patients with discoid 
lupus erythematosus (DLE) had CTA in 
visibly normal skin. Following a ten-day 
course of UVL irradiation to visibly normal 
skin, the percentage of patients with CTA 
increased two fold and five fold, respec- 
tively. 

Cytoplasmic tubular aggregates appear 
to be an abnormal cell constituent and 
may represent a cell reaction product. 
The possibility that these structures are a 
neoantigenic product or a virus respon- 
sible for disease cannot be excluded. The 
technique of UVL irradiation is a tool to 
study the nature of these aggregates. 


yórkey and his associates' orig- 
inally described virus-like par- 
ticles in renal endothelial cells of pa- 
tients with systemic lupus erythema- 
tosus (SLE). Since then, the presence 
of these cytoplasmic tubular aggre- 
gates (CTA) has become firmly estab- 
lished, but their morphogenesis and 
pathogenesis remain unclear. The 
presence of these aggregates in pa- 
tients with lupus erythematosus (LE) 
and patients with LE-related and un- 
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related diseases has been reviewed by 
Baringer.? Cytoplasmic tubular ag- 
gregates are found in the involved co- 
rium of patients with SLE** and in 
patients with discoid lupus erythema- 
tosus (DLE)**; and easy accessibility 
makes the skin an excellent organ for 
studying these structures. Further- 
more, LE is often initiated or exacer- 
bated with exposure to sunlight. Skin 
lesions of LE have been produced ex- 
perimentally by ultraviolet light 
(UVL) Y 

The purpose of this investigation 
was to delineate further the presence 
of CTA in visibly normal and in- 
volved skin of patients with LE and 
related diseases and to determine the 
possibility of finding these structures 
after UVL irradiation of visibly nor- 
mal skin. 


Materials and Methods 


A total of 32 patients (including seven 
black and 18 female patients) with LE 
were studied. Twelve patients had DLE, 
with typical skin lesions; the presence of 
DLE was confirmed by histologic studies 
but the patients did not have any systemic 
symptoms or important laboratory abnor- 
malities. Twenty patients had SLE, with 
typical skin lesions of LE confirmed by his- 
tologic examination. In this group the pa- 
tients had systemic symptoms (arthral- 
gias, fever, weight loss, etc), nonspecific 
laboratory abnormalities (leukopenia, ele- 
vated erythrocyte sedimentation rate, ab- 
normal protein electrophoresis, etc) and ei- 
ther a positive antinuclear antibody titer 
or positive LE preparation or both. Also in- 
cluded in the study were patients with LE- 
related diseases manifesting typical clini- 
cal and histologic changes. In this group, 
there were three patients with scleroderma 
and two with dermatomyositis. The study 
also included seven control patients who 
had various localized diseases, such as con- 
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Typical cytoplasmic tubular aggregate 
in fibroblast from visibly normal skin of a 
patient with SLE (original magnification 
x 60,000). 


taet dermatitis to shoes, tinea pedis, and 
stasis dermatitis. 

All patients in the disease groups had 
biopsy specimens taken from active skin 
lesions, and at the same time most of the 
patients had biopsy specimens taken from 
visibly normal skin of the lower part of the 
back or the buttock. Fourteen patients 
with SLE, six with DLE, one with sclero- 
derma, and two with dermatomyositis vol- 
unteered to undergo UVL irradiation, as 
did the seven patients in the control group. 

Informed consent was obtained from all 
the patients (volunteers) in this study af- 
ter they received a careful explanation of 
the nature of the study, the procedures 
(punch biopsy and ultraviolet irradiation), 
and the probable results or complications 
of those procedures. 

The UVL source was a hot quartz lamp 
that emitted 30% of its energy in the sun- 
burn range (below 320 nM). At a source-t 
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Active 

Disease Lesions 
SLE 20/20 (100) 
DLE 12/12(100) 
Scleroderma 1/3(33.3) 

Dermatomyositis 1/2(50) 


Normal controls 





CTA in Skin of Patients* With LE and Related Diseases 


el a 








Site Examined 





Visibly UVL-Irradiated 
Normal Skin Normal Skin 
8/18(44.4) 12/14 (85.8) 
1/9(11.1) 3/6 (50) 
0/2(0) 0/1 (0) 
0/2(0) 0/2(0) 


0/7 (0) 0/7 (0) 


* No. of CTA-positive patients/total No. of patients examined, 9o. 


skin distance of 30 cm, the energy output 
was 3600 uw/sq cm. The technique, de- 
signed to produce a continuous, moderately 
severe sunburn reaction at the test site, 
was based on a modification of the repeat 
exposure technique described by Epstein." 
The test site chosen for exposure was a 4- 
sq-em area of normal skin on the left half 
of the back or buttock in an area com- 
pletely clear of visible lesions. 

Before irradiation, the minimum er- 
ythema dose (MED) was determined for 
each patient. The MED was the minimum 
number of seconds of exposure needed to 
produce a perceptible redness 24 hours af- 
ter the exposure of an area on the back or 
buttock; the MED of the patients ranged 
from 10 to 15 seconds. An irradiation dose 
of six times the MED was given daily for 
ten days. A biopsy specimen was taken 
from the test site 24 hours after the last 
exposure and was examined by light and 
electron microscopy. In a substudy, biopsy 
specimens were taken from the test site of 
six patients with SLE at two-day intervals 
during the course of irradiation. 

The biopsy specimens for electron mi- 
croscopy were fixed immediately in cold 2% 
buffered osmium tetroxide and further 
processed by a standard method.” The pa- 
tients were randomly selected for study, 
and their biopsy specimens were coded. 
Sections from each biopsy specimen were 
carefully and extensively examined for the 
presence of CTA. If no CTA were found, 
the block was recut at least three addi- 
tional times, counting several thousand 
cells, before considering it to be negative 
for CTA. In addition, to obtain indepen- 
dent confirmation of our findings, a repre- 
sentative sample of 11 blocks of tissue, 
which were labelled only in code, was ex- 
amined by a separate team of investiga- 
tors in a nearby institution. 


Results 


The Table summarizes most of the 
important findings. In specimens 
from active lesions of both DLE and 
SLE, CTA were easily found; the 
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CTA were usually located in the cyto- 
plasm of endothelial cells of small 
blood vessels of the upper corium. 
They were occasionally seen in fibro- 
blasts (Figure) and were present in 
the cytoplasm of epidermal keratino- 
cytes in the active lesions of three pa- 
tients with SLE. 

Most patients developed a severe 
sunburn reaction at the test site, 
which generally faded after two 
weeks, with residual hyperpigmen- 
tation. However, in eight patients 
with SLE and five with DLE, the re- 
action persisted for three to six weeks 
before fading. Two patients with 
SLE and one patient with DLE devel- 
oped clinical and histological lesions 
of LE at the test site. These patients 
were examined on the 26th, 35th, and 
8lst day after irradiation, respec- 
tively. At this time, they were all still 
CT A-positive in the irradiated area. 

In the group of six SLE patients 
from whom specimens were taken at 
two-day intervals during irradiation, 
two patients were CTA-positive ini- 
tially and remained so after further 
irradiation. Of the four patients who 
were initially CTA-negative, three 
were CT A-positive at day six, and one 
was CTA-positive at day eight. 

In general, CTA were more abun- 
dant and easier to find in biopsy 
specimens from irradiated sites than 
from those taken from visibly normal 
skin. They were still more abundant 
in specimens from lesions of LE. In 
specimens from visibly normal skin, 
CTA were sparse and were often 
found in less than 1% of the cells that 
were counted. The CTA were morpho- 
logically identical and present pro- 
portionally in cell types of all groups, 
except for their presence in kerati- 
nocytes of active SLE lesions in three 


patients. The separate team of inves- 
tigators exactly matched our fihdings 
in the 11 coded representative sam- 
ples. 


Comment 


Although the presence of CTA has 
been identified in several diseases,’ | 
CTA have been most frequently asso- 
ciated with LE and found in the in- 
volved corium of patients with DLE**- 
and in the corium,*^ kidneys," ^ ** 
synovial membrane,” lung," muscle,’ 
and liver of patients with SLE. To 
date, these aggregates have not been 
found in normal human subjects. 

The origin of CTA remains specu- 
lative. Several investigators''*-*° sus- 
pect CTA to be viruses or viral sub- 
units; these conclusions are largely 
based on interpretation of electron 
photomicrographs. Hashimoto and 
Chandler? found large numbers of 
these aggregates in tissue-cultured 
cells from a patient with LE. How- 
ever, the finding of CTA in many di- 
verse diseases? in vivo and in vitro 
tends to alter this theory in favor of a 
theory that CTA are a cell product.” 

Our data support the view that 
CTA are not a normal cytoplasm con- 
stituent but rather that they serve as 
a marker of the disease process, since 
they were found only in the patients 
with disease and in none of the con- 
trol patients. In almost half of the pa- 
tients with SLE, CTA were found in 
biopsy specimens from visibly normal 
skin. This percentage is greater than 
that found by Prunieras et al* but it is 
less than the incidence of 100% re- 
ported by Nieland et al.” 

The disparity of these findings may 
reflect the sparsity of CTA in visibly 
normal skin; it is possible that in the 
“blind” technique that we used to 
evaluate the samples, even three tis- 
sue block recuts could have missed a 
rare CTA. In our study however, this 
possibility is less likely because re- 
sults identical with ours were ob- 
tained on code-labelled samples by an 
independent group. There may be a 
racial difference as well, since all the 
patients reported by Nieland et al” 
were black, while only four of the 18 
patients in our SLE group were black. 
Also, there is a chance that some of 
the patients may prove to have been 
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misclassified, since there is no fool- 
proof.system of classifying patients 
with SLE.” 

The finding of CTA in visibly nor- 
mal skin suggests that the disease 
process in SLE may be disseminated, 
with cellular change occurring before 
histologic or clinieal lesions are mani- 
fested. The disease process may not 
be as widely disseminated in DLE, 
since only one of nine biopsy speci- 
mens of visibly normal skin from pa- 
tients with DLE contained CTA. 

The data obtained by UVL irradia- 
tion further suggest that CTA may 
be a microscopic marker of the dis- 
ease process and may precede the 
overt disease. As high as 50% of pa- 
tients with LE have been reported to 
be light sensitive, with induction or 
exacerbation occurring after expo- 
sure.^ Garzon et al* originally re- 
ported the experimental production 
of eutaneous lesions of LE following 
exposure to light. Since then, many 
others**.'^ have reproduced the lesions 
experimentally, with the action spec- 
trum confined to the ultraviolet 
range. 

In this study, the number of pa- 
tients with SLE who were CTA-posi- 
tive at the test site following UVL 
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exposure was doubled; and there was 
a fivefold increase in the number of 
DLE patients who were CTA-postive 
after irradiation. The number of pa- 
tients in the irradiated groups is rela- 
tively small, but the data seem biolog- 
ically important. It seems likely that 
UVL irradiation increased the num- 
ber of sparce CTA to an easily detect- 
able level, rather than causing them 
to be formed de novo, but this is still 
speculative. 

The study of CTA development 
over a period of time indicates that 
CTA appear in detectable amounts 
between the sixth and eighth day af- 
ter UVL irradiation. Despite the rela- 
tively large increase in the amount of 
CTA detected following UVL irradia- 
tion, only a small number of patients 
developed characteristic LE lesions at 
the test sites. Follow-up for most pa- 
tients has been limited to three 
months. Three patients with SLE and 
one with DLE have been followed up 
for two years. Two of the patients 
with SLE were those who developed 
lesions of LE in the irradiated site. 
Although the irradiated site could 
still be identified by slight hypopig- 
mentation after two years, all four 
patients were free of lesions of LE at 
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Vasoconstrictor Assays 


d A Comparison of Methods for the Determination of 
Relative Vasoconstrictor Potency of Topically Applied Corticosteroids 


Boyd J. Poulsen, PhD; Kenneth Burdick, MD; Stuart Bessler, PhD, Palo Alto, Calif 


The human vasoconstrictor assay, 
which is frequently used for potency com- 
parisons of topically applied cortico- 
steroids, relies on the visual measure- 
ment of skin blanching produced at the 
application site. In this report, three differ- 
ent methods of visual measurement were 

T compared. A technique involving paired 
comparisons of vasoconstriction at adja- 
cent sites was found to improve the as- 
sessment of relative vasoconstrictor ac- 
tivity. Corticosteroid creams containing 
0.05% fluocinonide, 0.1% betamethasone 
valerate, and 1% hydrocortisone were 
evaluated in this study. 


Dl 1962, McKenzie and Stoughton' 
reported that corticosteroids, 
when applied topically under occlu- 

sion, produced a visible pallor of the 

+ skin at the site of application. That 
observation provided the basis for a 

useful and reliable bioassay for the 
estimation of the relative anti-in- 
flammatory potencies of members of 

this class of compounds. This bioas- 

say is commonly referred to as the 
vasoconstrictor or blanching assay. 
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Although the relationship between 
anti-inflammatory activity and vaso- 
constrictor activity is uncertain, the 
ranking of topically applied cortico- 
steroids by clinical activity appears to 
agree generally with the ranking ob- 
tained by the vasoconstrictor assay.^* 
Recently, Burdick et al’ have shown 
that the vasoconstrictor potencies of 
several corticosteroid ointments cor- 
relate well with another human bio- 
assay involving skin erythyma pro- 
duced by ultraviolet light. Child et al* 
have suggested that the vasoconstric- 
tor assay measures simultaneously 
the diffusion of steroid into the skin 
and its potency at the site of action. 
Stoughton’ also has shown that the 
vasoconstrictor activity of different 
corticosteroids cannot be related 
solely to their ability to penetrate hu- 
man skin. 

The vasoconstrictor assay has 
proved to be a valuable bioassay for 
several different purposes. The 
method has been used extensively as 
a primary screening assay in the 
search for new, topically active corti- 
costeroids. Place et al* have described 
modifications in the assay that im- 
prove its precision and reproducibility 
when used for this purpose. The assay 
has been found to be extremely useful 
for evaluating vehicle effects on the 
bioavailability of a particular cortico- 
steroid.*-'* Used in this way, the vaso- 


constrictor assay can aid in the selec- 
tion of the most effective formulation 
for clinical testing in humans. 

The vasoconstrictor assay also has 
been used to compare the apparent 
activity of different corticosteroid 
preparations available on the mar- 
ket.^'* No standardized technique 
exists for such comparisons, although 
the results of such studies could be 
dependent on the methods employed. 
This report describes a study in which 
three different methods for recording 
and scoring vasoconstriction were 
used. A simple method involving 
paired comparisons is suggested for 
the determination of relative vaso- 
constrictor potency of corticosteroid 
products. Three commercial cortico- 
steroid creams were tested for rel- 
ative potency in this study: 0.05% 
fluocinonide, 0.1% betamethasone 
valerate, and 1.0% hydrocortisone 
(Cort-Dome). 


Methods 


Sample Preparation and Application.— 
Sample preparation and application of 
these materials to the forearms of normal, 
human volunteers were essentially the 
same as reported previously.'* A total of 
eight subjects were used in study A, pro- 
viding a total of 512 application sites. 
Study B utilized four subjects with a total 
of 256 application sites. 

The experimental design for study A is 
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illustrated in the Figure; each row of 
squares was utilized for the paired com- 
parison of one formulation vs another. 
Three formulations were used in the study. 
Fluocinonide, 0.05%, cream was paired 
against betamethasone valerate cream in 
rows B and D and against 1% hydrocor- 
tisone cream in rows A and C. The loca- 
tions of the rows in four subjects were as 
shown in the Figure. In the remaining four 
subjects, the positions of rows A and B and 
rows C and D were switched. The assign- 
ment of formulations to the pairs in each 
` row were also randomized in the study. 

After application of the creams, the tape 
backing was removed from one arm, and 
these sites were occluded with plastic film. 
The subject's other arm was not occluded, 
and the application sites were protected 
during the application period by a protec- 
tive wire cage. Six hours after application, 
the tapes were removed from both arms, 
and the arms were washed. The arms were 
read independently by two observers at 
time intervals of 8, 24, 32, and 48 hours af- 
ter application. The averaged readings of 
both observers were used to analyze the 
data. 

Study B was conducted subsequent to 
study A and involved only the paired com- 
parison of 0.0575 fluocinonide cream vs 
0.1% betamethasone valerate cream. In this 
study, all sites were occluded with plastic 
film, and readings were obtained at 8, 24, 
and 32 hours. 

Measurement of the Vasoconstrictor Re- 
sponse.—Study design A permitted reading 
and analysis of the vasoconstrictor re 
sponse by three different techniques. 

Method 1. Nwmber of Sites Exhibiting 
Vasoconstriction.—This method involved a 
simple yes-no determination of whether or 


not vasoconstriction was present at each 
application site. These data were reported 
in terms of total number of sites respond- 
ing to a given formulation. 

Method 2. Intensity of Vasoconstric- 
tion.—A visual determination of the degree 
of vasoconstriction produced at each appli- 
cation site was made with this method. An 
arbitrary response scale was defined as fol- 
lows: 0, no vasoconstriction, application 
site appeared identical to surrounding area 
of skin; 1, faint pallor observed, clear out- 
line of application square was not seen; 2, 
moderate vasoconstriction, square outline 
of application site was clearly visible; and 
3, intense pallor was observed over entire 
square of application site. 

Method 3. Paired Comparison of Adja- 
cent Application Sites.—This method in- 
volved the direct comparison of different 
formulations applied as pairs as shown in 
the Figure. For each pair, the following de- 
cision was required: one site exhibited a 
greater degree of vasoconstriction, both 
sites showed equal vasoconstriction, or 
vasoconstriction was not observed at either 
site. 

Statistical Analysis.—The data obtained 
by method 1 (relative number of sites re- 
sponding) and method 3 (paired compari- 
sons) were analyzed by x? techniques. For 
method 1, a 2x 2 contingency table was ex- 
amined using a conventional x? approach. 
For the paired comparisons, the x^ proce- 
dure of McNemar* was used. 

For method 2 (relative intensity re- 
sponse), the site intensity scores were 
tabulated for each product and occlusion 
mode. Since a four-point (0, 1, 2, 3) inten- 
sity score was used, a 2X4 contingency 
table was obtained for each of the product 
comparisons. 


a i 
The x? values of methods 1 and 3 are 
based on one degree of freedom, while 
those of method 2 are based on seven de- 
grees of freedom. Thus, comparisons in- 
volving method 2 of actual x^ values from 
methods 1 and 3 can be compared with 
each other, but not with those from method 

2 e 


Results 


Method 1: Number of Sites Respond- 
ing (Study A).—The readings obtained 
by the three different reading meth- 
ods are tabulated in Tables 1 to 3. 
Table 1 gives the total number of 
sites responding at different reading 
times following open and occluded ap- 
plieation of the three products in- 
cluded in study A. For the purpose of 
statistical analysis, the data shown 
in Table 1 for fluocinonide cream 
were broken down into comparisons 
against both betamethasone valerate 
and hydrocortisone. This was done 
since the study design for the paired 
comparisons (method 3) pitted 0.0596 
fluocinonide cream against each of 
the other creams. As a consequence, 
in study A, fluocinonide cream was 
applied to twice the number of appli- 
cation sites as were either beta- 
methasone cream or hydrocortisone 
cream. 

For the comparison between 0.05% 
fluocinonide cream and betametha- 
sone valerate, statistically significant 
differences were observed only when 
the creams were applied without oc- 


Table 1.—Total No. of Sites Exhibiting Vasoconstriction (Method 1) and Total Intensity Scores (Method 2) 


—€————ÁánecÓ— ——————— S t SOUS a NSE 
Av Total No. of Sites 


Responding at Reading Timet 


Cream Mode of 


Formulation 


Open vs beta- 
methasone 
valerate 


Open vs hydro- 


cortisone 


0 
0.05% fluocinonide Occluded vs 


Application* 


24 hr 32 hr 48 hr 


betamethasone 


valerate 
Occluded vs 


hydrocortisone 


Open 
Occluded 
Open 
Occluded 


0.1% betamethasone 
valerate 


1.0% hydrocortisone 


30.0 27.0 3.0 
7.0 10.0 2.0 
28.5 30.0 7.0 
0 0 

0.5 


* Total number of application sites for each mode is 64. 
t Maximum total score, 64. Average of two individuals making independent readings. 
+ Maximum total score, 192. Average of twa individuals making independent readings. 


368 Arch Dermatol/Vol 109, March 1974 


Av Total Intensity 
Score at Reading Timet 


8 hr 24 hr 32 hr 48 hr 


85.5 33.5 
29.0 6.5 
81.5 31.0 
1.0 
4.0 0.5 


27.0 
10.0 
30.0 
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clusion. As indicated in Table 4, a sta- 
tistically greater response (P<.01) to 
fluocinonide was seen only at the 24- 
and 32-hour readings. (It should be 
noted that, in all cases, the vaso- 
constrictor responses observed at 48 
hours were so diminished that none of 
the reading methods produced useful 
results. When the creams were ap- 
plied with an initial six-hour period 
of occlusion, no statistically signifi- 
cant differences could be discerned 
between the fluocinonide and beta- 
methasone valerate creams by this 
reading method at any time point. 

In eomparisons between fluocino- 
nide and 1% hydrocortisone cream, 
the fluocinonide cream produced ob- 
viously superior responses with either 
open or occluded application. As seen 
in Table 1, little or no vasoconstrictor 
response was produced by the 1% hy- 
drocortisone cream with either appli- 
cation method. The response to 0.05% 
fluocinonide cream was statistically 
superior at the 8-, 24-, and 32-hour 
readings with both open and occluded 
application (Table 4). 

Method 2: Intensity of Vasoconstric- 
tion (Study A).—The readings ob- 
tained by determination of the de- 
gree of pallor produced at each 
application site are given in Table 1. 
These data are tabulated as described 
previously for reading method 1. As 
found with reading method 1, sub- 
stantial differences between fluocino- 
nide and betamethasone valerate 
creams were obtained only with the 
open mode of application. With open 


Table 2.—Paired Comparison of 0.05% Fluocinonide and 
0.1% Betamethasone Valerate (Method 3) 


Open Application 
32 hr 


Observations (Av of 
Two Readers) 8 hr 


0.05% fluocin- 
onide showed 
greater vaso- 
constriction 

0.1% betameth- 
asone valerate 
showed greater 
vasoconstriction 

Equal response 
observed 

No response 
observed 


24 hr 





Occluded Application 
48hr 8hr 24hr 32hr 48hr 


Table 3.—Paired Comparison of 0.05% Fluocinonide and 1.0% 
Hydrocortisone (Method 3) 


Open Application 
32 hr 


Observations (Av of 
Two Readers) 8 hr 


0.05% fluocin- 
onide showed 
greater vaso- 
constriction 

1.0% hydrocorti- 
sone showed 
greater vaso- 
constriction 

Equal response 
observed 


No response 
observed 


24 hr 





Occluded Application 
48hr 8hr 24hr 32hr 48hr 


Table 4.—x? Values of Three Different Reading Methods (Study A)* 


0.05% Fluocinonide Cream 
vs 0.1% Bethamethasone 
Valerate Cream 


Method 2 


Mode of 

Applica- 
tion Method 1 
Open 


Method 3 


0.0595 Fluocinonide Cream 
vs 1% Hydrocortisone Cream 


Method 1 Method 2 Method 3 


13.1-- 
15.1-+- 
8.2+ 


38.4+ 
27 .9t 
35.0+ 


18.0+ 
19.94- 
16.41 


41.0+ 
30.3+- 
35.0+ 


30.51 
23.0+ 
26.0+ 


application, a superior response by 8 hr 0.03 
fluocinonide cream was seen at 8, 24, 24 hr pd 
and 32 hours (Table 4). ; 


32 hr 
48 hr 0.6 0.6 0.8 3.8 3.9 ST 


Comparison between fluocinonide 
and hydrocortisone cream again re- 
flected the poor vasoconstrictor activ- 
ity of 1% hydrocortisone cream. Fluo- 
cinonide, 0.05%, cream was shown to 
be more potent at 8, 24, and 32 hours, 
both with open and occluded appli- 
cation (Table 4). 

Method 3: Paired Comparisons (Stud- 
ies A and B).—Tables 2 and 3 provide 
the readings obtained in study A for 
the paired comparisons between fluo- 
cinonide and betamethasone valer- 
ate or hydrocortisone. Fluocinonide, 
0.05%, cream was shown to be signifi- 
priy more active than either 0.1% 
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Occluded 
8 hr "T 5.2 
24 hr v1 1.5 
32 hr 0.01 0.01 
48 hr 0.02 0 





61.5+ 64.9-- 46.5+ 
36.6+ 39.2+ 28.0+ 
30.1+ 30.1-- 26.0+ 


1.3 1.3 1.8 


* Method 1, number of sites responding; method 2, intensity of sites responding; method 


3, paired comparison. 


t Significant (in favor of fluocinonide) at the P < .01 level. 


betamethasone valerate cream or 1% 
hydrocortisone cream at 8, 24, and 32 
hours with open application (Table 4). 
With occlusion, statistically superior 
activity was demonstrated for fluo- 
cinonide vs hydrocortisone at the 8-, 
24-, and 32-hour readings. 


The comparisons of fluocinonide 
against betamethasone valerate with 
occlusive application indicated nearly 
twice the number of “wins” for fluo- 
cinonide at the 8- and 24-hour read- 
ings, although this difference was not 
statistically significant. These results 
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suggested that a statistically sig- 
nifieant difference in favor of fluo- 
cinonide might be demonstrated by a 
study involving a larger number of 
comparisons. Accordingly, a second 
experiment (study B) was performed 
involving only paired comparisons of 
fluocinonide and betamethasone val- 
erate creams applied under occlusion 
for six hours. Scores were obtained by 
two readers at 8, 24, and 32 hours 
following application. Four subjects 
. were employed, yielding a total of 
128 paired comparisons. The 48-hour 
readings were omitted, since no use- 
ful information was obtained at this 
time point in the previous study. The 
results of this study are shown in 
Table 5. As seen from these data, def- 
inite superiority (P<.001) of fluocino- 
nide was observed at the eight-hour 
readings. The difference in response 
was much less evident at the 24- and 
32-hour readings, and the differences 
were not significant at the probabil- 
ity level of <.01. 


Comment 


In spite of the fact that the vaso- 
constrictor assay relies on a subjec- 
tive measurement by the human eye, 
under proper conditions it is a reliable 
and valuable bioassay.‘ The simple 
determination of the relative number 
of sites responding, corresponding to 
method 1 in this report, is the most 
common scoring method reported in 
the literature. A disadvantage of this 
method is that many of the new topi- 
cal corticosteroids, when adminis- 
tered at therapeutic concentrations 
under occlusion, may provoke a max- 
imal response. Thus, it becomes diffi- 
cult to demonstrate potency differ- 
ences existing between different 
corticosteroids or between different 
concentrations of a specific drug 
above a certain threshold concentra- 
tion if the steroids are applied under 
oeclusion. For this reason, our stan- 
dard vasoconstrictor assay for corti- 
costeroid formulations has involved 
open applieation to one arm of each 
subject and occluded application to 
the other arm. In our opinion, open 
application of six hours’ duration fa- 
cilitates the determination of relative 
potency, while more closely approxi- 
mating usual clinical use of topical 
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Right Forearm 
(Open Application) 
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Tape 


Punched-Out 
Area 
(Application Site) 
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Left Forearm 
(Occluded Application) 






Row D 





[ ] 0.05% Fluocinonide Cream 
vs 1% Hydrocortisone Cream 





0.05% Fluocinonide Cream 


vs 0.1% Betamethasone Valerate Cream 


Diagram of method of application on one subject for comparison of three cortico- 
steroids. (See text for discussion of randomization of application sites in a set of sub- 


jects.) 


corticosteroids.* 

In an attempt to further improve 
the quantitation of the vasoconstric- 
tor response, we have also used a scor- 
ing system (method 2) that grades 
the intensity of blanching at the ap- 
plieation site. Our experience over a 
period of several years indicates that 
attempting to score the intensity of 
the vasoconstrictor response only 
rarely provides any advantage over 
the usual method, ie, method 1. 

It is apparent that the major diffi- 
culty with the vasoconstrictor assay is 
its reliance on a subjective visual mea- 
surement. Although the human eye 
is capable of performing as an effec- 
tive rating device, its reliability suf- 
fers whenever comparisons are sepa- 
rated by distance and time.” When 
direct, simultaneous comparisons are 
possible, as for example with the op- 
eration of the visual colorimeter in 
analytical chemistry, human vision is 
sufficiently sensitive to small differ- 


ences to provide accurate and reliable 
results. In dermatology, treatment 
comparisons involving paired com- 
parisons of dermatoses by double- 
blind crossover techniques are now 
common practice. The paired com- 
parison techniques reported in this 
study involved the direct comparison 
of adjacent application sites. The 
close proximity of sites in each appli- 
eation pair obviously facilitates a de- 
cision about whether the two sites 
differ in vasoconstrictor response. It 
seemed reasonable to expect that this 
method would permit the reader to 
make distinctions between degrees of 
vasoconstriction at adjacent appli- 
cation sites that could not be made by 
the standard reading methods. 

The results of the first study (A) re- 
vealed a clearly superior vasoconstric- 
tor potency for 0.05% fluocinonide 
cream when compared with 0.1% beta- 
methasone valerate and 1% hydro” 
cortisone creams following six hou i 
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of open application. The three differ- 
ent reading methods yield similar re- 
sults, although reading method 1 
failed to distinguish between fluo- 
cinonide and betamethasone valerate 
at the eight-hour reading time. In all 
instances, virtually no response was 
detected with 1% hydrocortisone, and 
the vasoconstrictor potency of this 
preparation was obviously inferior to 
the other two agents. 

The use of occlusion increased the 
vasoconstrictor response of all three 
products. The resulting intense vaso- 
constriction produced by both fluo- 
cinonide and betamethasone valerate 
made it difficult to distinguish 
between the two compounds by the 
usual reading methods. The results of 
the paired comparison technique, as 
shown in Table 2, suggested that a 
statistically significant difference in 
favor of fluocinonide might be dem- 
onstrated in a study involving a 
larger number of paired comparisons. 
Accordingly, study B was performed 
involving only paired comparisons of 
fluocinonide and betamethasone valer- 
ate creams under occlusion (Table 5). 
In this experiment, it was possible to 
demonstrate a very large difference 
in favor of fluocinonide at the eight- 
hour reading time. 

The results of this study indicate 
that a technique involving paired 
comparison of adjacent application 
sites permits improved resolution of 
differences in vasoconstrictor activity 
produced by highly potent, topically 
applied corticosteroid products. It 
should be noted that the study was 
conducted with personnel having ex- 
tensive experience with this bioassay. 
It is quite possible that the paired 
comparison technique will be partic- 
ularly helpful to investigators hav- 
ing limited or infrequent experience 
with the vasoconstrictor assay. The 
paired comparison method would be 
expected to be especially advanta- 


"ra" cmm 





Statistical significance 
(probability) (0.05% fluo- 
cinonide > 0.1% betametha- 

sone valerate) 


geous when the conditions of the test 
produce a high degree of vasocon- 
strictor response. This is frequently 
the case if the formulations are ap- 
plied under occlusive wrap or if the 
vehicles themselves are occlusive. 


Nonproprietary Names and 
Trademarks of Drugs 


Fluocinonide—Lidex, Topsyn. 
Betamethasone valerate— Valisone. 
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Gold Dermatitis 


A. Clinieal and Histopathological Study 


Neal S. Penneys, MD; A. Bernard Ackerman, MD; 


Norman L. Gottlieb, MD, Miami, Fla 


Thirty-seven patients with skin erup- 
tions that developed during chrysotherapy 
for rheumatoid arthritis or pemphigus 
were examined and representative le- 
sions were studied histoiogically. The 
most frequent clinical eruptions were 
nonspecific dermatitis, lichen planus-like 
eruption, and pityriasis rosea-like erup- 
tions. Histopathologic examination gener- 
ally confirmed the clinical impression, but 
proved especially useful when it sug- 
gested a drug-related cause for lesions 
that were nonspecific clinically. 


rospective studies demonstrating 
the range of clinical and histo- 
logical patterns of skin disease attrib- 
utable to drug toxicity are infrequent 
because of the low incidence of cuta- 
neous reactions to most drugs and 
because many patients with drug 
eruptions are not examined by a der- 
matologist. The incidence of skin re- 
actions from the use of gold com- 
pounds is high, approaching 53% in 
some series. However, the spectrum 
of histological characteristics of gold 
dermatitis has received little atten- 
tion; Despite the introduction of a 
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number of new agents for the treat- 
ment of rheumatoid arthritis, gold 
compounds remain the choice when 
salicylates and other conservative 
measures fail to halt disease progres- 
sion.** Gold compounds may also be 
useful in treating pemphigus.’ This 
paper reports the clinical and histo- 
logical findings of gold dermatitis in 
a prospective study using chrysother- 
apy as treatment for rheumatoid ar- 
thritis and pemphigus. 


Methods 


For the purposes of this study, gold der- 
matitis was defined as a skin eruption, 
appearing de novo in patients receiving 
chrysotherapy, for which no other specif- 
ic dermatologic diagnosis could be estab- 
lished. Patients with a history of a similar 
eruption prior to the onset of chryso- 
therapy were excluded. All eruptions were 
seen by the same dermatologist (N.S.P.) 
who established a morphologic diagnosis 
and obtained a 4-mm punch biopsy speci- 
men from a representative early lesion. 
Specimens were processed in the routine 
fashion, stained with hematoxylin-eosin, 
and interpreted without clinical informa- 
tion by the pathologist (A.B.A.). 

Thirty-three patients with skin rash 
were receiving gold compounds for the 
treatment of rheumatoid arthritis (RA); all 
fulfilled the American Rheumatism Associ- 
ation (ARA) criteria for definite or classic 
RA.* Systemic lupus erythematosus (LE) 
was ruled out by negative LE preparations 
and by insufficient ARA criteria for the 
diagnosis.’ Most patients were treated by 
one of the authors N.L.G. and were private 


or clinic patients at the Miami Veterans 
Administration Hospital and Jackson Me- 
morial Hospital; several were referred by 
local rheumatologists. 

Gold sodium thiomalate and aurothioglu- 
cose were used for treatment, and admin- 
istered intramuscularly (50 mg) at weekly 
intervals, as described previously. Pa- 
tients were carefully monitored for gold 
toxicity by the performance of frequent 
blood cell counts and urinalyses. When tox- 
icity developed, gold treatment was tempo- 
rarily or permanently discontinued. In 
cases with mild skin involvement, suffi- 
cient time was allowed for all lesions to 
clear, and several additional weeks let 
pass, before chrysotherapy was reinsti- 
tuted. Then gold treatment was begun 
again at a lower dosage or lesser fre- 
quency, depending on the severity and ex- 
tent of toxicity and disease activity. 
Patients who developed severe manifesta- 
tions of gold toxicity did not receive addi- 
tional gold therapy. 

Four of 18 patients receiving chrysother- 
apy with gold sodium thiomalate as treat- 
ment for pemphigus developed gold der- 
matitis. These patients were treated and 
evaluated in the aforementioned manner. 
In addition, antiepithelial antibody titers 
were measured periodically to help deter- 
mine pemphigus activity.* 

Standard morphologic criteria were used 
to classify gold eruptions into groups and 
subgroups (lichen planus and pityriasis 
rosea, for example). 


Histologic Criteria 


Idiopathic lichen planus has find- 
ings that include orthokeratosis, hy- 
pergranulosis, irregular epidermal 
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N t Table 4.—Morphologic Diagnosis, Distribution, and Histologic Features of 37 Cases of Gold Dermatitis 


Patient Cutaneous Diagnosis Distribution Histologic Features ° 

1 : Nonspecific Trunk Superficial perivascular dermatitis 

2 Nonspecific Legs Superficial perivascular dermatitis 

3 Urticarial drug rash Arms, legs, trunk Superficial lymphohistiocytic infiltrate with 
eosinophils and edema of papillary corium 

4 Pityriasis rosea Arms, legs Superficial perivascular lymphohistiocytic infil- 
trate with focal parakeratosis and spongiosis 

5 Pityriasis rosea Trunk, legs Superficial perivascular lymphohistiocytic 


infiltrate with occasional eosinophils, 
focal parakeratosis, and spongiosis 

6 Nonspecific Trunk, neck Superficial perivascular lymphohistiocytic 
infiltrate with neutrophils, extravasated 
erythrocytes, and focal spongiosis 














7 Lichen planus Trunk, legs Lichen planus with increased numbers of 
necrotic keratinocytes 
8 Nonspecific Trunk Superficial perivascular lymphohistiocytic 
infiltrate with edema 
9 Nonspecific Foot Superficial perivascular dermatitis 
10 Lichen planus Hands, wrist Typical lichen planus 
11 Nonspecific Legs Superficial perivascular lymphohistiocytic 


infiltrate with extravasated erythrocytes 
and foci of spongiosis 











12 Nonspecific Trunk, legs Superficial perivascular lymphohistiocytic 
infiltrate with minimal spongiosis 
13 Nonspecific Trunk Superficial perivascular lymphohistiocytic 
infiltrate with neutrophils 
14 Nonspecific Arms Superficial perivascluar lymphohistiocytic infil- 
trate with neutrophils, eosinophils, and edema 
15 Lichen planus Legs Psoriasiform dermatitis with extravasated 
erythrocytes 
16 Lichen planus Hands Typical lichen planus with diminished granular zone 
17 Nonspecific Legs Superficial perivascular lymphohistiocytic 


infiltrate with extravasated erythrocytes, 
rare eosinophils, and foci of spongiosis 


























18 Lichen planus Trunk Typical lichen planus with eosinophils 
19 Erythema nodosum Legs Granulomatous dermatitis with eosinophils 
20 Lichen planus Trunk Superficial perivascular dermatitis 
21 Lichen planus Trunk, arms, Typical lichen planus with necrotic keratinocytes, 
legs, vulva sparse infiltrate, and dilated blood vessels 
22 Exfoliative Generalized Marked parakeratosis with superficial 
dermatitis perivascular lymphohistiocytic infiltrate 
23 Lichen planus Legs, arms Typical lichen planus with eosinophils 
24 Nonspecific Trunk Superficial perivascular lymphohistiocytic 
infiltrate with foci of spongiosis 
25 Lichen planus Trunk, arms, legs Lichen planus with superficial and deep perivascular 


lymphohistiocytic infiltrate with eosinophils, 
plasma cells, and dilated vessels 



































26 Pityriasis rosea Neck, legs Superficial perivascular lymphohistiocytic 
infiltrate with mast cells and edema 

27 Pityriasis rosea Trunk Superficial and deep perivascular lymphohistio- 
cytic infiltrate with extravasated erythrocytes 

28 Nonspecific Trunk, face, arms Superficial perivascular lymphohistiocytic 
infiltrate with foci of spongiosis 

29 Nonspecific Arms, trunk Superficial perivascular lymphohistiocytic 
infiltrate with foci of spongiosis 

30 Lichen planus Hands Superfical and deep perivascular lymphohistiocytic 
infiltrate with eosinophils and foci of spongiosis 

31 Nonspecific Trunk Superficial perivascular lymphohistiocytic infil- 
trate with thin epidermis and granular zone 

32 Nonspecific Arms Superficial perivascular dermatitis 

33 Nonspecific Trunk Ky. 

34 Nonspecific Trunk Superficial perivascular lymphohistiocytic infil- 
trate with edema and extravasated erythrocytes 

35 Nonspecific Legs, trunk Superficial perivascular lymphohistiocytic 
infiltrate with foci of spongiosis 

36 Lichen planus Arms, chest Superficial and deep perivascular lympho- 
histiocytic infiltrate with foci of spongiosis 

37 Nonspecific Arms, legs Superficial and deep perivascular lymphohistiocytic 
infiltrate with plasma cells, prominent para- 

D keratosis, and lichen planus-like changes 


*Specimen lost in processing. 
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Fig 1.—Lichen planus-like gold dermatitis differs from idiopathic lichen planus by pres- 
ence of parakeratosis and varying numbers of eosinophils, neutrophils, and plasma cells 
within infiltrate (hematoxylin-eosin, original magnification x 209). 


hyperplasia, vacuolar alteration of 
the dermoepidermal interface associ- 
ated with necrotic keratinocytes (Ci- 
vatte bodies), thickening of the pap- 
illary corium, and a superficial 
perivascular lymphohistiocytie infil- 
trate that fills the papillary cori- 
um and obscures the dermoepidermal 
junction. Idiopathic pityriasis rosea's 
findings include focal parakeratosis, 
spongiosis, mild epidermal hyper- 
plasia, and a superficial perivascular 
lymphohistiocytic infiltrate with a 
few extravasated erythrocytes. Urti- 
caria-like drug eruptions consist of a 
sparse to moderately dense poly- 
morphous inflammatory infiltrate 
around the blood vessels of the super- 
ficial plexus in conjunction with 
edema of the papillary corium. The 
infiltrate may contain neutrophils, eo- 
sinophils, lymphocytes, histiocytes, 
and mast cells and it may involve the 
deep plexus. 

We examined the biopsy specimens 
from patients with gold-related erup- 
tions for the presence of unusual fea- 
tures that might be helpful in dis- 
tinguishing these eruptions from idi- 
opathic ones. 


Fifteen men and 22 women were 
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studied. Their mean age was 53 years, 
with a range from 34 to 79. The dura- 
tion of chrysotherapy averaged six 
months, with a range from six weeks 
to eight years. Gold eruptions oc- 
curred more frequently in women, 
probably as a consequence of the 
skewed sex distribution of RA.'^ Most 
patients had received between 400 
and 2,000 mg of gold compound at the 
onset of dermatitis, with an average 
dose of 735 mg. The smallest cumula- 
tive gold dose associated with skin 
rash was 250 mg, while 15 patients 
had received more than 1,000 mg. 
The morphologic diagnosis, distri- 
bution of the skin eruptions, and his- 
tologic features are listed in Table 1. 
The most easily recognized eruption 
produced by gold compounds resem- 
bled lichen planus. Individual lesions 
were not distinguishable from idio- 
pathic lichen planus, although distri- 
bution was sometimes atypical, and 
oral cavity lesions were rare. In three 
cases, lesions were confined to the 
hands, and in two, lesions were pre- 
dominantly on the legs and arms. 
Skin biopsy specimens were helpful in 
establishing a diagnosis of gold-in- 
duced lichen planus in ten of 11 cases 
that were morphologic lichen planus. 
Atypical histologic features, such as 
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matitis is characterized by focal para- 
keratosis, spongiosis, and superficial 
perivascular lymphohistiocytic infiltrate 
(hematoxylin-eosin, original magnification 
x 418). 


the presence of eosinophils and 
plasma cells, parakeratosis with a 
thin epidermis and a diminished or 
absent granular zone, and a peri- 
vascular infiltrate in the deep and su- 
perficial corium, were commonly pres- 
ent (Fig 1). One specimen’s features 
(case 10) were histologically indistin- 
guishable from those of idiopathic li- 
chen planus, and others had some fea- 
tures of LE, erythema multiforme 
exudativum, or pityriasis lichenoides 
et varioliformis acuta. 

Nineteen patients had pruritic, red, 
papular eruptions, without character- 
istic distribution. Biopsy specimens 
showed diverse histologic features; 
many had foci or epidermal spongio- 
sis and a superficial perivascular infil- 
trate composed of histiocytes and 
lymphocytes. Other cases showed only 
a superficial perivascular lymphohis- 
tiocytic infiltrate. In cases 6, 13, 14, 
skin biopsy specimens had a sparse to 
moderately dense superficial peri- 
vascular polymorphous infiltrate com- 
posed of lymphocytes, histiocytes, eo- 
sinophils, neutrophils, and mast cells 
that was consistent with an urticaria- 
like allergie reaction. In these speci- 
mens, the papillary corium was ede- 
matous and the epidermis was norm 
(Fig 2). 
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Four patients had pityriasis rosea 
eruptions that were clinically and his- 
tologically indistinguishable from the 
idiopathic variety. Histologically, 
there were foci of parakeratosis, spon- 
giosis, and a lymphohistiocytic infil- 
trate with a few extravasated eryth- 
rocytes surrounding the vessels of the 
superficial plexus (Fig 3). 

Exfoliative dermatitis and  er- 
ythema nodosum occurred once each 
in the study. Histologically, the for- 
mer case showed superficial peri- 
vascular dermatitis and focal para- 
and the latter had 
granulomatous panniculitis with myr- 
iads of eosinophils. 

Data concerning additional mani- 
festations of gold toxicity, incidence 
of major skin diagnosis, and distribu- 
tion of lesions are presented in Table 
2. Other manifestations of gold tox- 
icity occasionally associated with rash 
were generally mild and included eo- 
sinophilia (seven cases) and protein- 
uria (five cases). No patients devel- 
oped marked renal or hematologic 
toxicity. The median duration of the 
gold rash was ten weeks with a range 
of ten days to two years. 


Comment 


Although dermatitis is the most 
frequent form of toxicity resulting 
from chrysotherapy,' and the spec- 
trum of eruptions has been suggested 
by scattered case reports,?"'"'° to our 
knowledge, no report has systemat- 
ically analyzed the clinical and histo- 
logic characteristies of gold derma- 
titis in a large group of patients. Our 
data indicate that most gold erup- 
tions are pruritic, macular, papular, 
red, nondiagnostic rashes. Lichen 
planus-like eruptions were the most 
common classifiable dermatitis and 
pityriasis rosea eruptions the second 
most frequent. It is of more than 
theoretical interest that gold com- 
pounds can produce both lichen 
planus- and pityriasis rosea-like der- 
matitidies. Although the causes of 
both conditions ordinarily are un- 
known, they may be the final cutane- 
ous expression of diverse causes, gold 
compounds being one example. 

Histopathologic examination of 
biopsy specimens generally con- 
firmed the clinical impressions. A 
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Table 2.—Clinical Data in Patients 
With Gold Dermatitis 


Symptoms 
Pruritus 
Cheilitis 
Metallic taste 
Common toxicities 
Eosinophilia 
Proteinuria 
Clinical diagnosis 
Unclassified 
Lichen planus 
Pityriasis rosea 
Erythema nodosum 
Exfoliative dermatitis 
Urticarial drug rash 
Predominant location of lesions 
Trunk 
Legs 
Arms 
Hands 
Face 
Feet 


biopsy specimen was particularly 
helpful in differentiating idiopathic 
from gold-related lichen planus erup- 
tions because of the atypical histo- 
logic picture. Several morphologically 
nondiagnostic eruptions were diag- 
nosed as gold dermatitis when the 
biopsy specimen showed changes 
compatible with drug eruption. 


No. of Patients 





Most earlier studies describing the 
incidence and type of skin lesions as- 
sociated with gold therapy have not 
included histopathologic studies and 
have been reported by researchers 
who were not dermatologists. Many 
patients seen in consultation for pos- 
sible inclusion in our study had 
unrelated dermatoses, such as fungal 


Fig 3.—Urticaria-like gold dermatitis consists of superficial perivascular lymphohis- 
tiocytic infiltrate associated with varying numbers of neutrophils and eosinophils and 
with edema (hematoxylin-eosin, original magnification x 209). 
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infections (particularly tinea versico- 
lor), psoriasis, hydradenitis suppura- 
tiva, actinic changes, and xerosis. 
Skin reactions ascribable to other eti- 
ologic agents were excluded as care- 
fully as possible; however, some 
patients may have had eruptions sec- 
ondary to other causes. Most patients 
with RA were taking other systemic 
medications, including analgesics and 
anti-inflammatory agents, that may 
have been responsible for the rash. 
The patients were exposed also to the 
usual array of skin irritants and sen- 
sitizers. Some patients with histologic 
evidence of spongiosis might have 
suffered allergic contact dermatitis, 
although the clinical features and 
course did not suggest it. 

Cutaneous manifestations of gold 
toxicity are best managed by early 
recognition and by the cessation of 
chrysotherapy.? In our study, the time 
required for resolution of skin rash 
depended largely on the severity and 
extent of the eruption; most rashes 
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cleared within three months of onset. 
Rarely, gold dermatitis persisted for 
up to two years (case 25). All forms 
of gold dermatitis lasted for similar 
periods of time. Although treatment 
was not studied in a controlled man- 
ner, topically applied steroids (0.1% 
triamcinolone acetonide cream) seem- 
ingly had no effect on the rate of reso- 
lution of skin lesions. 

What mechanisms are operative in 
gold eruptions? With a single excep- 
tion (case 19), there was no evidence 
for an allergic mechanism underlying 
gold dermatitis; this unusual patient 
had a positive lymphocyte stimulation 
test with GTM as the eliciting anti- 
gen. The details of this case have 
been reported elsewhere.: Patients 
15, 18, 19, and 21 were patch tested in 
the routine fashion with undiluted 
gold sodium thiomalate (50 mg/ml) at 
the time of eruption, with negative 
results. Patients who received addi- 
tional gold after the original eruption 
had cleared did not develop recurrent 
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dermatitis shortly thereafter as 
might be anticipated witħ an anam- 
nestic or delayed immunologic re- 
sponse. Similarly, gold eruptions did 
not seem to depend on skin gold con- 
centration.” Data dealing with recur- 
rent eruptions and gold levels in skin 
will be presented in a separate report. 

Dermatologists are generally con- 
sulted for the most severe and intrac- 
table eruptions associated with chryso- 
therapy and as a result are likely to 
share the belief that most gold rashes 
are generalized, persistent, and recal- 
citrant to therapy. Our findings indi- 
cate, however, that most gold erup- 
tions are of limited duration and 
generally resolve spontaneously in 
two to three months without treat- 
ment. Dermatological consultation 
frequently is of value to help exclude 
other skin afflictions that may mimic 
gold rash and to obtain a skin biopsy 
specimen that may be helpful in es- 
tablishing the diagnosis. 
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TEST YOUR KNOWLEDGE 


Question.—All of the following findings have been observed to favor or be associated 
with the regression of human warts except: (a) presence of warts virus antigen in le- 
sions; (b) presence of warts virus-specific IgG; (c) presence of anticellular IgM; (d) ab- 
sence of warts virus antigen in lesions. (For answer, see page 381.) 
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Isoniazid-Induced Acne and Pellagra 


Occurrence in Slow Inactivators of Isoniazid 


Louis Kenneth Cohen, MD; William George, PhD; Robert Smith, PhD, New Orleans 


Seven patients with acneiform erup- 
tions associated with isoniazid therapy, 
one of whom also had pellagra, were 
studied to determine whether they were 
slow or fast inactivators of isoniazid. Five 
patients, from 32 to 48 years of age, who 
had extensive eruptions were slow inac- 
tivators, as determined by the serum level 
of isoniazid six hours after administration 
and by serum half-life determination. Two 
patients, who were under 30 years of age 
and who had preexisting acne vulgaris 
and mild flares, were slow inactivators by 
serum half-life determination and were 
fast inactivators by six hour serum level 
determinations. Although not conclusive, 
the data are consistent with the hypothe- 
sis that slow inactivation of isoniazid is a 
significant determinant in those patients 
whose eruptions conform to the criteria 
discussed. 


ince the early 1900s, clinicians 
have noted the association of pel- 
lagra with follicular plugging in the 
seborrheic areas of the face.' In 1941, 
Smith et al? reviewed the data at the 
Duke Hospital from 1930 to that date, 
and found that follicular plugging 
had occurred in 12% of their 512 pa- 
tients who had pellagra. In the last 
three years of their study, however, 
an incidence of 35% of 94 patients 
with pellagra was ascertained. These 
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authors termed the sebaceous gland 
dysfunction "dyssebacea," and they 
characterized the eruption as sheets 
of spiny follieular plugs protruding 
from the orifices of the pilosebaceous 
follicles of the face. 

With the introduction of isoniazid 
for the treatment of tuberculosis in 
the early 1950s, it became recognized 
that a certain group of patients with 
poor nutritional status were develop- 
ing pellagra during isoniazid ther- 
apy.’ Since niacin (nicotinic acid) was 
a structural analogue of isoniazid 
(isonicotinic acid hydrazide), it was 
hypothesized that competitive inhibi- 
tion was a mechanism for suppression 
of endogenous niacin production. At 
the same time, it became apparent 
that there were two phenotypes of 
isoniazid inactivation* one was the 
slow inactivator, in whom two auto- 
somal recessive alleles determine the 
absence of the inactivating enzyme 
acetyl transferase; and the other was 
the fast inactivator, in whom auto- 
somal dominant alleles determine the 
presence of acetyl transferase at 
various levels, depending on wheth- 
er the patient is heterozygous or 
homozygous for the gene. 

In 1954, when Hughes et al^ showed 
that pyridoxine-responsive neuropa- 
thy oecurred predominantly in slow 
inactivators, it became generally ac- 
cepted that the slow inactivators of 
the drug were predisposed to toxic re- 
actions. In 1959, Bereston' was the 
first to report isoniazid-induced ac- 
neiform eruptions in 16% of 2,600 





Fig 1.—Monomorphic eruption of spiny 
keratotic plugs admixed with closed 
comedones and papules. No pilose- 
baceous apparatus appears to be spared. 
Evolution from open comedones to closed 
comedones to inflammatory papules is il- 
lustrated in an early phase (patient 1). 


Fig 2.—Early phase of isoniazid-induced 
acne showing open comedones with spiny 
follicular plugs consisting of D folliculo- 
rum organisms and colonies of C acnes. 
Inflammatory infiltrate is absent at this 
stage (patient 2) (hematoxylin-eosin, origi- 
nal magnification x 100). 
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Fig 3.—Later phase of eruption, showing 
sparsity of lesions in response to therapy. 
Many lesions have become inflammatory 
papules, but open and closed comedones 
remain (patient 2). 


rive 
E PX 
"e 


-— 
ts 
Loser SO 
bM A 
PNG 


x 


"ute 


cle Ser 
de^ XX, v. 


3 


Fig 6.—Late phase of eruption clinically 
characterized by predominance of in- 
flammatory papules and histologically 
showing prominent inflammatory infiltrate 
and absence of comedones. Hyperplastic 
follicular infundibulum indicates healing 
has begun (patient 5) (original magnifica- 
tion x 100). 


patients receiving a combination of 
isoniazid and aminosalicyclic acid. A 
large but unspecified number of these 
patients were between 40 and 70 
years of age, well beyond the age 
when acne vulgaris usually occurs; 
but only 11% of Bereston’s acne pa- 
tients were slow inactivators of the 
drug. 

This report describes the clinical 
characteristics of the acneiform erup- 
tions associated with isoniazed ther- 
apy found in seven patients, one of 
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Fig 4.—Extensive acneiform eruption in 
which all lesions have evolved into in- 
flammatory papules; lesions cleared after 
four weeks of peeling therapy (patient 3). 
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Fig 5.—Early phase of isoniazid-induced 

acne, showing open and closed come- 
do formation and notable absence of 
inflammatory infiltrate (patient 1) (he- 
matoxylin-eosin, original magnification 
x 100). 
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Fig 7.—Serum concentration of isoniazid in 483 persons (at left) and 267 persons (at 
right) six hours after oral administration of 9.8 to 10.0 mg of isoniazid per kilogram of 
body weight, showing bimodal distribution curve and antimode at 2.5ug/ml (From Price 


Evans et al’). 


whom had isoniazid-induced pellagra 
as well, and correlates the clinical 
features with the inactivator status 
of the patients. 


Materials and Method 


Clinical Data.—The clinical data are sum- 
marized in the Table. The first case was 
that of a 32-year-old black woman alcoholic 
who developed pellagra, a burning pain in 
the feet, and sheets of spiny keratotic 
plugs over the face after 18 months of 
isoniazid therapy. The pellagra presented 
as a phototoxic eruption over the extensor 
surface of the forearms, while the facial 
eruption was striking in its monomorph- 
ism, with acuminate follicular plugs (Fig 
1); the eruption failed to spare any area 
of the face bearing sebaceous glands. The 
burning pain of the feet was not associated 
with physical signs of peripheral neuropa- 
thy, and the patient was receiving pyri- 
doxine hydrochloride (50 mg/day). The 
pellagra and burning pain responded rap- 


idly to abstinence from alcohol, good nutri- 
tion, and treatment with supplemental nia- 
cin and vitamins. However, the lesions 
over the face evolved dyssynchronously, 
changing from spiny open comedones to 
closed comedones to inflammatory papules; 
some of the early lesions cleared in re- 
sponse to therapy, while others persisted 
and required surgical extraction. 

Patient 2 was also seen with an early 
phase of the eruption, characterized by 
spiny follicular plugs (Fig 2), but the clini- 
cal morphology rapidly evolved to an ad- 
mixture of comedones and inflammatory 
papules (Fig 3). The eruption in patient 3 
was at a spectrum and consisted solely of 
inflammatory papules (Fig 4). All features 
of acne vulgaris were eventually recapitu- 
lated, but the wave-like onset of mono- 
morphic lesions simulated steroid-induced 
acne. No nodules or cysts appeared, and 
healing without scarring occurred in six to 
eight weeks. Compulsory discontinuation 
of isoniazid was not necessary. Patients 2 
through 5 were all well-nourished and ha 
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Clinical and Pharmacologic Data on Seven Patients With Reactions to Isoniazid Therapy 


Indication Isoniazid 
Acne Duration of for Concentration* 
Pa-  Sex/Age Vulgaris Isoniazid Therapy Isoniazid Clinical in Serum, Half-Life, Inactivator 
tient (yr) /Race History Before Eruption Therapy Findings ug/ml min Status 
1 F/32/B None 1.5 yr Active pulmonary Alcoholism, 6 372 Slow 
tuberculosis pellagra, 
> dyssebacea, 
burning feet 
2 F/40/B None 2 wk Conversion of Acneiform 3 300 Slow 
tuberculin test eruption 
3 F/35/B None 1 wk Tuberculin sensitivity Chronic 6 360 Slow 
and prednisone glomerulonephritis, 
therapy iatrogenic 
Cushing syndrome, 
C..=15 ml/min,t 
acneiform 
. eruption 
4 F/48/W None 2 wk Conversion of Acneiform 3 330 Slow 
tuberculin test eruption 
5 F/44/B None 11 mo Conversion of Acneiform 4 Not cal- Slow 
tuberculin test eruption culated 
6 F/28/B Chronic 5 wk Active pulmonary Acneiform 2 294 Slow (7) 
active, and low tuberculosis eruption 
grade 
7 F/23/B Chronic, 4 mo Conversion of Acneiform 2 348 Slow (7?) 
active, and low tuberculin test ‘eruption 
grade 


* Isoniazid concentration six hours after administration. 


t Ca indicates creatine clearance. 


no history of alcoholism or phototoxic erup- 
tions. 

Except for patient 1, who was being 
treated with pyridoxine hydrochloride (50 
mg/day) and ethionamide (250 mg three 
times daily), and patient 3, who was receiv- 
ing prednisone therapy (60 mg/day) for 
chronic glomerulonephritis, the remaining 
patients were taking no other tuberculo- 
static drugs, acneigenic agents, or medica- 
tions such as sulfa drugs, aminobenzoic 
acid, or hydralazine hydrochloride that 
would be capable of competing for the 
acetylating enzyme. Whereas the first five 
patients had no history of acne vulgaris, 
patients 6 and 7 had chronic low-grade 
acne vulgaris at the onset of isoniazid ther- 
apy, with scattered papules involving the 
face. These two patients experienced mild 
to moderate papular flares of their acne 
in association with isoniazid therapy, but 
their lesions were not as extensive as those 
of the first five patients, leaving consid- 
erable doubt in our minds as to the nosol- 
ogy of the eruptions. 

Histologic examination of the biopsy 
specimens of patients 1, 2, and 5 were car- 
ried out. A biopsy specimen of the persist- 
ent lesions of patient 1 showed open and 
closed comedones and an absence of in- 

-flammatory infiltrate, which is character- 
istic of the early phase of isoniazid-induced 


ri ss uma (Fig 5). A biopsy specimen of the 


pen comedones of patient 2 showed spiny 
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follicular plugs consisting of Demodex fol- 
liculorum organisms, colonies of Cory- 
nebacterium acnes, and an absence of 
inflammatory infiltrate (Fig 2). This histo- 
logic feature illustrates an earlier phase of 
the disease than that found in patient 1 
(Fig 5). It was found that in a later phase 
of the eruption, patient 5 showed promi- 
nent inflammatory infiltrate, no come- 
dones, and hyperplastic follicular epithe- 
lium. These features are identical with 
those of acne vulgaris in the healing phase 
(Fig 6). 

Methods.—The seven patients who were 
studied were seen during a three-year pe- 
riod at the Dermatology Service of Charity 
Hospital of Louisiana in New Orleans. Sev- 
eral patients who would have otherwise 
been candidates for the study were ex- 
cluded because they had isoniazid-induced 
hepatitis, which contraindicated further 
isoniazid administration. The adequacy of 
liver and kidney function at the time of 
isoniazid administration was determined 
by laboratory studies of the following 
factors whose values were normal in all pa- 
tients: blood urea nitrogen, serum creati- 
nine, serum glutamic oxaloacetic transami- 
nase, serum alkaline phosphatase, and 
serum bilirubin (total and direct). The 
single exception was patient 3, who had 
chronic glomerulonephritis, and who had a 
creatinine clearance value of 15 ml/min at 
the time of testing. The patients were all 


given 10 mg of isoniazid per kilogram of 
body weight while they were in the fasting 
state; a blood sample was drawn before 
isoniazid administration and one, two, 
four, six, and eight hours after adminis- 
tration. The serum was frozen until the 
analysis could be performed. The serum 
levels of isoniazid were determined accord- 
ing to the method of Maher et al.* The 
isoniazid levels were quantified by means 
of a Bouger-Beer standard curve. 

Price-Evans et al; who elucidated the 
genetics and metabolism of isoniazid inac- 
tivation in the late 1950s also used the 
method of Maher et alè to measure serum 
isoniazid levels after the patient had re- 
ceived 10 mg of isoniazid per kilogram of 
body weight. He found that six hours after 
administration, the serum isoniazid level in 
750 normal controls yielded a clearly bi- 
phasic curve, in which slow inactivators 
clustered above 2.5ug/ml and fast inactiva- 
tors clustered below 2.5ug/ml (Fig 7). By 
this criterion, our first five patients are all 
slow inactivators; their six hour serum 
isoniazid levels all were 3ug/ml or higher 
(Table). Patients 6 and 7, who had isonia- 
zid levels of 2ug/ml at six hours, would ap- 
pear to be fast inactivators. 

Other investigators who have studied 
isoniazid inactivation have expressed their 
results in terms of the half-life of the drug 
in the serum.*'^ Thus, Jenne et al* in 1960 
found that with intravenous isoniazid ad- 
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ministration the half-life of the drug was 
365 minutes and 455 minutes. Since iso- 
niazid is absorbed rapidly and completely 
from the gastrointestinal tract, the drug 
levels in the serum at one hour are compa- 
rable to those shortly after intravenous 
injection. Thus, a computerized "best-fit" 
straight line was determined for each pa- 
tient (except patient 5 for whom 0, 1, 2, 
and 4 hour values were unfortunately un- 
available) and the zero hour drug concen- 
tration in the serum was determined by 
extrapolation to the ordinate. The half-life 
of isoniazid in each patient was then mea- 
sured as the time necessary to reduce the 
extrapolated zero hour isoniazid serum 
concentration by 50% (Table). These half- 
life values range from 60% to 100% higher 
than the upper limit of 180 minutes for 
slow inactivators noted by Jenne et al.* 
While there may be error due to differ- 
ences in technique, these findings indicate 
that all six patients evaluated by half-life 
determination are slow inactivators of 
isoniazid. 


Comment 


While reviewing the English lan- 
guage literature that has appeared 
since the first description of isoniazid- 
induced acne in 1959, we have found 
no subsequent report of this reaction. 
In 1963, in a general review" of re- 
actions to isoniazid that have been 
reported in the determatologic litera- 
ture, no mention is made of acnei- 
form eruptions, although morbilli- 
form, maculopapular and purpuric 
eruptions as well as exfoliative der- 
matitis are mentioned. Although the 
first edition of the T'extbook of Derma- 
tology? contains no mention in the 
text of aene due to isoniazid therapy, 
it does contain a clinical photograph 
of a patient with an acneiform isonia- 
zid eruption. Furthermore, the Ger- 
man literature has reports that re- 
affirm the existence of acneiform 
eruptions due to isoniazid.'^ 

The following factors should be 
considered in the diagnosis of isonia- 
zid-induced acne: occurrence in older 
persons, absence of recent or remote 
history of acne vulgaris, and sudden, 
extensive, or exanthematic efflores- 
cence of lesions. The presence of all of 
these factors supports a diagnosis of 
drug-induced acne. However, in cases 
of younger patients who have active 
acne vulgaris at the onset of therapy 
and who sustain mild flares while tak- 
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ing the drug, there is more difficulty 
in deciding that the drug caused the 
eruption. Although  Bereston, in 
describing isoniazid-induced acne, did 
not give the age incidence of his pa- 
tients, he did indicate that only 9% of 
the patients had a history of acne vul- 
garis in the remote past and that 1.596 
had active acne immediately prior to 
therapy. Nevertheless, the lack of in- 
formation as to the age of the pa- 
tients and severity of the eruptions 
removes two important diagnostic 
criteria from consideration in decid- 
ing that the acneiform eruptions of 
these patients were drug related. In 
this regard, the older age of the pa- 
tients and the sudden exanthematic 
character of their eruptions in our 
first five patients seemed to indicate 
that they had isoniazid-induced acne. 
However, in the cases of patients 6 
and 7, who were younger and had 
milder flares against a background of 
active low-grade acne vulgaris, there 
was some doubt as to the relationship 
of the flare to the drug. In the only 
other article in which age incidence is 
indicated, only 16% of the patients 
with isoniazid-induced acne were 30 
years of age or over; this incidence 
suggests that patients may have been 
included who may have had coinci- 
dental flares of acne vulgaris. Never- 
theless, isoniazid may be capable of 
inducing mild to severe acneiform re- 
actions regardless of age or presence 
of acne vulgaris; and though the num- 
ber of patients in our study is cer- 
tainly too small to draw any firm con- 
clusions, the fact that the first five 
patients were all slow inactivators 
supports the hypothesis that higher 
blood levels of free isoniazid in these 
patients may have facilitated the de- 
velopment of the eruption. However, 
55% of whites and 53% of blacks in the 
United States are slow inactivators,* 
and larger numbers of patients would 
be necessary to confirm this hypothe- 
sis statistically. 

It should also be noted that isonia- 
zid accumulates in the blood of pa- 
tients with renal disease and reduced 
creatinine clearance. Thus, while the 
drug levels in the blood of patient 3 
were clearly those of a slow inactiva- 
tor, the conclusion that her genotype 
is that of absent acetyl transferase is 


not justified. Also worthy of mention 
is the fact that patient 3 had Cush- 
ing syndrome which was secondary to 
chronic prednisone therapy for glo- 
merulonephritis, and, while she did 
not have steroid-induced acne prior to 
isoniazid therapy, she did develop an 
extensive acneiform eruption after 
only one week of isoniazid therapy, 
which is the shortest interval of all 
the cases in this study. This fact 
suggests synergism between two 
drugs with acneigenic potential. 

The relationship between the spiny 
follicular plugs associated with pel- 
lagra and isoniazid therapy and the 
papular acneiform isoniazid-induced 
eruptions unassociated with pellagra 
is also problematic. Although patients 
3 through 7 were not seen when their 
eruption was in a comedo phase, the 
evolution of lesions in patients 1 
and 2 from monomorphic spiny open 
comedones to papular acneiform 
eruptions suggests that these two 
reaction patterns are the same. Fur- 
thermore, there are reports of follicu- 
lar plugging in patients with pellagra 
unassociated with isoniazid ther- 
apy,'? although the subsequent evolu- 
tion of these lesions is not well de- 
scribed. Unfortunately, the evolution 
of lesions in patient 1 from eruptive 
open comedones to indolent inflam- 
matory papules is a finding that does 
not substantiate this possibility in 
pellagra patients who have not 
received insoniazid. Nevertheless, the 
symptoms of burning feet (also expe- 
rienced by patient 1) has been associ- 
ated with malnutrition and isoniazid 
therapy in the absence of signs of pe- 
ripheral neuropathy.’ 

Other drugs that are structurally 
related to isoniazid, such as hydrala- 
zine and the monamine oxidase, in- 
hibitor, phenelzine sulfate (Nardil), 
that are conjugated by acetyl trans- 
ferase, also provoke side effects exclu- 
sively in slow inactivators.'*'* In this 
regard, of 25 patients with hydrala- 
zine-induced systemic lupus erythe- 
matosus who were tested for acetyla- 
tor phenotype during a 20-year pe- 
riod, 24 patients were found to be 
slow inactivators of hydralazine. The 
25th patient had ingested more than 
1 gm of the drug daily during a period 
of 28 months, a dose that was well i 
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excess of that required by the other 
patients.'* 

Isoniazid is also capable of inducing 
a systemic lupus erythematosus-like 
syndrome.” Although patients with 
the fully developed syndrome have 
not been studied for acetylator phe- 
notype, complement fixation tests in 
tuberculous patients receiving isonia- 
zid therapy showed that there were 
more antinuclear factors directed 
against isoniazid-altered soluble nu- 
cleoproteins in the slow inactivators 
than in the fast inactivators. How- 
ever, the extent of this difference, 
as found by two independent studies, 
was not statistically significant.?'* 

In conclusion, this is a study of 
seven patients with acneiform erup- 
tions associated with isoniazid ther- 
apy. In patients 1 through 5, both the 
serum half-lives and the six hour se- 
rum isoniazid concentrations indi- 
cated slow inactivation of the drug. 
The lack of a history of acne vulgaris, 
the sudden exanthematic efflores- 
cence of lesions, and the age of the 
patients (all over 30 years old) are 
factors that suggest that their erup- 
tions were drug-induced. That they 
were all slow inactivators of isoniazid 
is consistent with, but not proof of, 
the hypothesis that this genotype 
predisposed them to these reactions. 
Additionally, the rarity of the reac- 
tion indicates that factors other than 
slow inactivation are operative. If 
slow inactivation were the sole deter- 
mining factor, then one would expect 
the incidence of isoniazid-induced 
acne to approach that of slow inacti- 
vation, which it does not. 


Patients 6 and 7 were found to be 
slow inactivators by half-life determi- 
nation and fast inactivators by the 
six-hour serum isoniazid concentra- 
tion. While it is thought that the half- 
life determination is a more realistic 
index of drug inactivation rates, the 
discordance in these data, the pa- 
tients’ ages (under 30 years), and 
their history of active acne vulgaris 
at the onset of isoniazid therapy are 
factors that permit the speculation 
that their acneiform eruptions may 


not have been drug-induced. A larger 
study of the age incidence and acety- 
lation phenotypes of acne vulgaris pa- 
tients who have flares while receiving 
isoniazid therapy will be necessary to 
define the role of the drug and its 
inactivation in these patients. 


Nonproprietary Names and 
Trademarks of Drugs 


Ethionamide—Trecator-SC. 
Isoniazid—Hyzyd, Niconyl, Nydrazid. 
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TEST YOUR KNOWLEDGE 


Answer.—(d) In the study by Mathews and Shirodaria, ten of ten regressing warts 
demonstrated warts virus antigen, while only seven of 20 nonregressing warts demon- 
strated warts virus antigen. Mathews RS, Shirodaria PV: Study of regressing warts by 
immunofluorescence. Lancet 1:689-691, 1973. (For question, see page 376.) 
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plastic bottles. 
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Case Reports 


Combined Epidermolytic Hyperkeratosis 


and Focal Acantholytic Dyskeratosis 


A. Bernard Ackerman, MD, Miami, Fla, Gerald Goldman, MD, St. Petersburg, Fla 


The blending together of epidermolytic 
hyperkeratosis and focal acantholytic 
dyskeratosis in the same biopsy speci- 
mens exemplifies the lability and vari- 
ability of epidermal metabolism. A clue to 
the pathogenesis of these distinctive 
changes may be contained in this unusual 
histologic collision. 
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ver the past three years, a his- 
tologic concept has evolved that 
considers epidermolytic hyperkera- 
tosis (EH) and focal acantholytie dys- 
keratosis (FAD) to be distinctive, but 
analogous, epithelial alterations.'* 
Epidermolytic hyperkeratosis con- 
sists of variously sized clear spaces 
bounded by reticulate, amphophilic 
material in the cytoplasm of spinous 
and granular layer cells, a greatly 
thickened granular layer containing 


an increased number of small and 
large irregularly shaped keratohyalin 
and trichohyalin-like bodies, and com- 
pact hyperkeratosis. Focal acantholy- 
tic dyskeratosis is composed of su- 
prabasilar clefts around preserved 
papillae, acantholytic and dyskeratot- 
ic cells at all levels of the epidermis, 
parakeratosis, and varying degrees of 
basal cell hyperplasia. The establish- 
ment of EH and FAD as character- 
istic histologic deviations from 
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Clinical Variants of EH and FAD 
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Fig 1.—Juxtaposition of EH and FAD 
(case 1) (hematoxylin-eosin, original mag- 
nification x 110). 





lin-eosin, original magnification x 110). 


normal epidermal differentiation sup- 
ports the concept that epidermal me- 
tabolism can undergo a multitude of 
specific changes resulting in manifold 
keratotie clinical presentations. The 
two cases described here are of EH 
and FAD, which are situated contig- 
uously and intermingled in biopsy 
specimens from different patients; 
they are, to our knowledge, the first 
of their kind to be reported. 


Report of Cases 


CASE 1.—A 77-year-old white woman de- 
veloped an asymptomatic eruption con- 
fined to the right side of the back, 11 
months before a skin biopsy was done. She 
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lin-eosin, original magnification x 220). 


had no other history of skin disease. There 
were brownish keratotic papules aligned in 
a linear distribution on the right side of 
the back. The clinical impression was that 
she had "zosteriform Darier disease." Mi- 
croscopic examination showed that EH and 
FAD were in juxtaposition within the epi- 
dermis and that they blended at their com- 
mon border (Fig 1 and 2). Within six 
weeks, the linearly arranged lesions spon- 
taneously had almost completely dis- 
appeared. 

CASE 2.—A 28-year-old white woman had 
two keratotic papules on the back and left 
scapula that were thought to be "benign 
keratoses” clinically. Histologically, one le- 
sion showed FAD, the other showed both 
FAD and EH, which were contiguous to 
and combined with one another (Fig 3 and 
4). 


Comment 


Epidermolytie hyperkeratosis and 
focal acantholytic dyskeratosis are 
distinctive ^ epithelial ^ histologic 
changes with a broad clinical distri- 
bution that ranges from their being 
completely unapparent to their ap- 
pearing as widespread bullous con- 





genital ichthyosiform erythroderma 
(in EH) and as Darier disease (in 
FAD). The numerous clinical variants 
of EH and FAD parallel one another 
(Table). An additional parallel be- 
tween these two pathological pro- 
cesses has been noted in solar kera- 
toses, one variant of which is 
characterized by features of EH and 
another of which is characterized by 
changes of FAD. The concurrence of 
EH and FAD in biopsy specimens 
from different patients may be wholly 
coincidental or may be due to a com- 
mon pathogenesis. 


William Atkinson prepared the photomicro- 
graphs. 
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Fig 3.—Contiguous and intermingled EH 


and FAD (case 2) (hematoxylin-eosin, 
original magnification x 110). 
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Malignant Syphilis 


Severe Variant of Secondary Syphilis 


John W. Petrozzi, MD; Norman A. Lockshin, MD; 


Bruce Jay Berger, MD, Philadelphia 


Malignant syphilis is an infrequently 
seen manifestation of secondary syphilis. 
In this case, which is a dramatic clinical 
example of this entity, the patient had in- 
tense facial involvement leading to a bi- 
zarre presentation. 


Ere syphilis, though not 
a true neoplastic disease, mer- 
its this designation because of the ap- 
palling clinical manifestations. It is a 
rare, ulcerative variant of secondary 
syphilis that was classified as such in 
1896'; but it had been previously rec- 
ognized by Bazin? and Dubuc.’ There 
are few reports of this disease in the 
American literature.*'° 

The following case is reported be- 
cause of the dramatic facial involve- 
ment of the patient, which caused a 
bizarre clinical presentation. Such an 
account is instructive because it will 
remind the physician of syphilis in its 
severe, yet completely reversible 
form. Such an account is most timely 
in view of the resurgence of syphilis 
that has occurred with the “sexual 
revolution.” 


Report of a Case 


A 35-year-old homosexual man entered 
the Philadelphia Veterans Administration 
Hospital because of changes in his facial 
appearance and multiple ulcerating skin 
lesions that had been increasing in size and 
number over his entire body. Three months 
prior to admission, the eruption began 
as papules on the forehead. The papules 
spread to the patient’s arms and legs, and 
soon the eruption became generalized. 
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During the succeeding weeks, the process 
on the face became severely pigmented 
and infiltrated. Numerous ulcerations de- 
veloped on the extremities. Despite the se- 
verity of this eruption, the patient denied 
having any systemic symptoms. He ad- 
mitted that he had had frequent homo- 
sexual contacts for the past few years. 

Physical examination showed a thin, 
black man who was in no acute distress. 
His temperature was 38.5 C; his pulse rate, 
respirations, and blood pressure were 
within normal limits. Grotesque, verrucous 
pigmented plaques covered the face (Fig 1 
and 2). Multiple crusted, destructive ul- 
cerations were present on the trunk and 
extremities (Fig 3 and 4). Patchy occipital 
hair loss and generalized lymphadenopa- 
thy were also noted. The anogenital region 
and mucous membranes were free of le- 
sions, but there were a few small, hyper- 
pigmented papules scattered on the palms 
and soles. The remainder of the examina- 
tion showed normal results. 

Laboratory Data.—A complete blood cell 
count showed the following values: hema- 
tocrit, 32%; hemoglobin, 11.1 gm/100 ml; 
white blood cell count, 9,900/cu mm, with 
71% neutrophils, 28% lymphocytes, and 1% 
eosinophils. The values for fasting blood 
glucose, serum cholesterol, serum uric acid, 
serum calcium, serum phosphorous, serum 
alkaline phosphatase, serum glutamic ox- 
aloacetic transaminase, lactic acid dehy- 
drogenase, blood urea nitrogen, serum so- 
dium, serum potassium, serum chlorides, 
serum carbon dioxide content, and serum 
total bilirubin were all within normal lim- 
its. A chest x-ray film and electrocardio- 
gram were also normal. 

Protein electrophoresis showed a de- 
creased serum albumin value of 2.32 
gm/100 ml, an elevated a,-globulin value of 
1.12 gm/100 ml, and an increased y-globu- 
lin value of 2.62 gm/100 ml (normal values: 
albumin, 3.5 to 5.0 gm/100 ml; a,-globulin, 
0.32 to 0.72 gm/100 ml; y-globulin, 0.61 to 
1.2 gm/100 ml). 

Results of serum immunoelectrophoresis 
were normal. Bone marrow aspiration 
showed erythroid hyperplasia and normal 
iron stores. Rapid plasma reagin (RPR) 
was 1:256 dilutions on two occasions. The 


fluorescent treponemal antibody (FTA) ab- 
sorption test was positive. Several Gram 
stains of the ulcers revealed scattered clus- 
ters of Gram-positive cocci. Only coag- 
ulase-negative Staphylococcus grew from 
the bacterial culture. Fungus cultures and 
blood eultures were negative. Darkfield ex- 
amination findings were negative. Intra- 
dermal skin tests with 0.1 ml of purified 
protein derivative (PPD) of tuberculin (in- 
termediate strength) and mumps were 
negative, despite the history of previous 
mumps infection. Similar intradermal skin 
tests with 0.1 ml each of Candida, tri- 
chophytin, and histoplasmin were also neg- 
ative. 

Histopathologic  Findings.—The biopsy 
specimen was characterized by severe in- 
flammation. A thick parakeratotic scale 
covered the surface. The granular layer 
was absent for the most part. Spongiosis 
and lymphocytic exocytosis occurred in the 
prickle cell layer. A dense infiltrate of 
plasma cells, with scattered lymphocytes 
and histiocytes, filled the dermis and dis- 
rupted the basal cell layer in some areas. 
Because of the density of this infiltrate, in- 
dividual blood vessels were difficult to visu- 
alize. No giant cells or abscesses were pres- 
ent. 

Hospital Course.—The patient received 
2.4 million units of penicillin G benzathine 
intramuscularly. Several hours later, he 
developed a temperature of 40 C, shaking 
chills, headache, and arthralgias. These 
symptoms resolved spontaneously during 
the next 24 hours. The ulcers were cleaned 
with hexachlorophene and compressed with 
Burrow solution. A second injection of 2.4 
million units of penicillin G benzathine was 
given one week later, with no adverse ef- 
fects. During the next two weeks, there 
was dramatic flattening and lightening of 
the verrucous facial plaques (Fig 5). The 
ulcerations also showed progressive heal- 
ing (Fig 6). Repeat RPR one month later 
showed a titer of 1:128, and two months af- 
ter therapy, the titer was 1:32. An epide- 
miologic investigation revealed that a bath 
house frequented by the patient had had 
40 cases of infectious syphilis reported in 
the past year. None apparently was as se- 
vere as this patient’s disease. 
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Fig 1.—Grotesque, pigmented verrucous 
plaques cover face. 





Fig 2.—Infiltrated granulomatous changes 
are evident. 





Fig 3.—Crusted, destructive ulcerations 
on forearm and hand. 


Comment 


In this case, the diagnosis was not 
resolved on initial examination. The 
sexual history had not been divulged 
until later. The bizarre, grotesque 
facies and disseminated destructive 
uleerations made the interpretation 
formidable. Besides syphilis, the clini- 
cal differential diagnosis included 
deep fungal infection, leishmaniasis, 
verrucous sarcoidosis, bartonellosis, 
leprosy, yaws, and mycosis fungoides. 
Elucidation of the diagnosis followed 
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the report of serologic findings and 
was confirmed by the skin biopsy 
findings, the presence of the Herx- 
heimer reaction, the dramatic re- 
sponse to treatment with penicillin, 
and the failure to isolate any other 
pathogens during bacterial and fun- 
gal studies. 

In a review of 31 cases of malig- 
nant secondary syphilis, Haslund" has 
shown that there is often a prodrome 
of fever, headache, and muscle pain 
prior to the skin eruption. The skin le- 
sions are usually widespread, starting 
as papulopustules that soon become 
necrotic. Sharply marginated ulcers 
develop; they are covered by thick, 
rupioid crusts that are often found in 
layers resembling oyster shells. The 
face and scalp are the areas most fre- 
quently involved, while the legs, 
arms, and trunk are less frequently 
involved. Eleven of 31 of Haslund's 
patients showed mucous membrane 
involvement, but this was the most 
variable aspect of the illness. There 
have been other descriptions of typi- 
cal mucous patches," as well as of 
more destructive oral ulcerations.** 

Our patient had a high positive 
RPR titer of 1:256. Many of the pa- 
tients in previously reported cases 
also have had high positive titers 
for the serologic test for syphilis 
(STS).'/^»-* However, there is con- 
troversy as to whether the serologic 
test becomes positive early or only 
late in the disease. Cases have been 
reported in which initially negative 
serological tests became positive only 
after the initiation of treatment.*’ 
Unfortunately, our patient was seen 
after he had already had his ulcers for 
about two months. The fact that his 
RPR was positive at that time does 
not help resolve the status of the STS 
early in the course of the disease. 

Skin biopsy specimens showed 
dense infiltrates of plasma cells and 
histiocytes (Fig 7 and 8). Individual 
blood vessels were difficult to visual- 
ize because of the intensity of the in- 
flammatory process. It is believed 
that the skin ulcers are caused by 
syphilitic obliterative vasculitis of 
medium sized vessels at the dermal 
subcutaneous junction.'^ This leads to 
thrombosis of the vessels and subse- 
quent necrosis of the overlying skin. 
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Fig 4.—Detail of Fig 3. 





Fig 5.—Four weeks after therapy, there 
is dramatic flattening and lightening of the 
verrucous facial plaques. 








Fig 6.—Four weeks after therapy, there 
is progressive healing on forearm and 
hands. 


Although the presence of frag- 
mented organisms has been demon- 
strated, the difficulty in finding per- 
fect spirochetes from tissue sections 
of these ulcers has been attributed to 
the severity of the ischemic infarctive 
process." Our negative darkfield ex- 
amination may also be a reflection of 
the lack of viable organisms in the se- 
verely inflamed exuberant necrotic 
tissue. The slide preparation was, in 
fact, tarnished by the presence of a 
great deal of cellular exudate. How- 
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ever, since only one darkfield exami- 
nation was performed before therapy 
was started, it is quite possible that 
repeated examinations would have 
yielded positive findings. 

Why only a few patients develop 
this destructive variant of secondary 
syphilis is a question that has not 
been resolved. In almost all of the 
reported cases where epidemiology 
could be traced, malignant syphilis 
had been contracted from patients 
who themselves manifested an ordi- 
nary variety of the disease. Despite 
a report by French” of three cases of 
malignant syphilis (all apparently in- 
fected by the same source), it appears 
unlikely that there are T'reponema 
pallidum of different virulence that 
cause the disease in varying degrees 


this factor is a treponemal product or 
an autoantibody to lymphocytes is 
not known. Other important findings 
in these studies included a depletion 
of lymphocytes around the central ar- 
terioles in the spleens of 37 infants 
who had died from congenital syphilis 
and the depletion of lymphocytes in 
the paracortical areas of enlarged in- 
guinal nodes in some patients with 
secondary syphilis. Both of these 
findings are commonly present in pa- 
tients who manifest defects in cell- 
mediated immunity. On the other 
hand, no defects in humoral immu- 
nity were detected in patients with 
syphilis. 

Our patient showed an inability to 
respond to the mumps skin test, de- 
spite having had mumps as a child. 


Syntex Corporation provided a grant that 
made publication of the color photographs pos- 
sible. 


References 


l. Transactions of the Third International 
Congress of Dermatology. London, 1896. 

2. Bazin APE: Lecon Theorique et Cliniques 
sur les Syphilides Rediquees par le Fournier. 
Paris, Adrian Delahayer, 1859. 

3. Dubuc LA: Des Syphilides Malignes Pro- 
coces, thesis. Paris, 1864. 

4. Cripps DJ, Curtis AC: Syphilis maligna 
praecox. Arch Intern Med 119:411-418, 1967. 

5. Fisher DA, Chang LW, Tuffanelli DL: Lues 
maligna. Arch Dermatol 99:70-73, 1969. 

6. Cripps DJ, Curtis AC: A case of (and for) 
syphilis maligna and negative serology. Arch 
Dermatol 100:123-124, 1969. 

7. Bly PA: Lues maligna: A report on two 
cases. JAMA 67:508-509, 1916. 

8. Paranougian MB: Malignant syphilis. J 
Cutan Dis Incl Syphilol 36:199, 1918. 

9. Kampmeier RH: Essentials of Syphilology. 
Philadelphia, JB Lippincott Co, 1943, p 148. 





d 10. Wile VJ, Weider L, Warthin S: Malignant — - 

of severity. The  PPD,  histoplasmosis,  Tri- syphilis. Am J Syphilol 14:1-42, 1930. E 
Perhaps the explanation is to be chophytin, and Candida skin tests e PEN M S MK Arch Der- —— 
found in the results of recent studies were also negative. No abnormality 12. Neisser A: Malignant syphilis. Br J Der- | 
in cell-mediated immunity in patients was seen in the patient's immuno- "S PIENE al Ap ans m ; 
: *12. 18.19 : . . Lees R, Fowler : Fatal case of malig- 
with syphilis.'*'* These studies have globulins. oe nant syphilis, Br Med J 1:451, 1948. 4 
demonstrated that there is a de- This case exemplifies a striking 14. Critchley AM: A case of malignant syphi- é 
creased response of lymphocytes to presentation of this infrequently seen lis. Br J Vener Dis 5:305-307, 1929. E 
ketek ER PHA) i cant of nd hilis. F 15. Yobs AR, Brown K, Hunter EF: Fluores- z 
P. yto omage u inin ( ) in pa- varnan or Seco s ary syphilis. From a cent antibody technique in early syphilis. Arch 
tients with primary and secondary clinical standpoint, the degree of fa- Pathol 77:220-225, 1964. S 
syphilis. In addition, they revealed cial involvement was impressive and MA pariar De Malignant syphilis. Urol Cut — 
the presence of a factor in the serum should serve as an important lesson in 17. French CH: Malignant syphilis. J R Army 1 
of patients with secondary syphilis enhancing our diagnostic acumen in Med Corp 4:447-487, 1905. 3 
. . . “a. . . P 

that could impair the transformation syphilis. The recently reported immu- 18. Levene GM, et al: Reduced lymphocyte — ^ 
transformation due to a plasma factor in pa- ` 


of normal control lymphocytes by 
PHA. This factor was not found in 
the serum of patients with primary, 
latent, or tertiary syphilis. Whether 


Arch Dermatol/Vol 109, March 1974 


nological findings suggest that defec- 
tive cell-mediated immunity may 
play an important role in the patho- 
genesis of this form of the disease. 
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Ultrastructural Studies in Human Orf 


Hsu-Po Yeh, MD, Keyoumars Soltani, MD, Chicago 


Light and electron microscopical ob- 
servations were carried out on biopsy ma- 
terial obtained from human orf. In hema- 
toxylin-eosin-stained sections, there were 
severe keratinocyte degeneration and 
heavy dermal inflammatory infiltration. Vi- 
ral particles in electron microscopical 
preparations were found only in the cyto- 
plasm of degenerating keratinocytes. Nei- 
ther inclusion bodies nor virions were 
found in the nuclei of affected kerati- 
nocytes. An intriguing observation, not, to 
our knowledge, previously reported in hu- 
man orf, was the presence of elongated 
virions with central narrowing and bend- 
ing of the elementary bodies in ultrathin 
sections. 


0 or ecthyma contagiosum is 
primarily a disease of young 
sheep and goats that most commonly 
affects the lips and perioral area. The 
disease is also known as sour mouth, 
scabby mouth, and contagious pustu- 
lar stomatitis.'” 

The etiological agent is a DNA- 
virus of the poxvirus group with char- 
acteristic morphologic findings and 
the ability to induce permanent im- 
munity. The virus can be readily iso- 
lated by means of sheep inoculation 
and cultivation on cell cultures. Com- 
plement fixation and neutralizing an- 
tibodies are of diagnostic and epide- 
miologic value. 

Transmission to man is uncommon, 
and, in most instances, it is limited to 
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those who, because of their occupa- 
tion or by chance, come in direct con- 
tact with sheep. Indirect transmission 
to man is rare but possible because 
the virus is resistant to heat and dry- 
ing. Most domestic animals and ro- 
dents are considered to be resistant 
to this virus. 

The usual duration of the disease in 
man and susceptible animals is five to 
six weeks. On occasion, however, ec- 
thyma contagiosum may last as long 
as six months in sheep. There is no 
threat to life unless major bacterial 
infections supervene. 

Although there are several elabo- 
rate reports of human cases of orf in 
the literature,'’*° most ultrastruc- 
tural studies have been carried out on 
original animal lesions, lesions in- 


duced in sheep by inoculation, or on 
cell-cultured virus.**-* Some of the ul- 
trastructural findings described here 
have not been previously reported in 
biopsy specimens obtained directly 
from original lesions of human orf. 


Materials and Methods 


A 4-mm punch biopsy specimen was ob- 
tained from a ten-day-old lesion of human 
orf. One half of it was fixed in 10% formal- 
dehyde solution embedded in paraffin, cut 
into 5u thick sections, and stained with 
hematoxylin-eosin for light microscopical 
studies. The other half was fixed for two 
hours in osmium tetroxide buffered with 
collidine, dehydrated in graded alcohol, 
and embedded in epoxy resin (Epon). The 
ultrathin sections were stained with uranyl 
acetate and lead citrate, and examined 
with an electron microscope at 80 kv. 


Fig 1.—Degeneration in upper part of epidermis, and dermal edema and inflammatory 
infiltrate (hematoxylin-eosin, original magnification x 100). 
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Report of a Case 

A 22-year-old white laboratory techni- 
cian who frequently handled sheep devel- 
oped a small red papule on the dorsum of 
his right hand. The lesion rapidly enlarged 
over a period of ten days to 15 mm in 
. diargeter and it had developed a pustular 
compowent by the time he was first exam- 
ined amd biopsy specimens were taken. 
Subsequently, the lesion became crusted, 
verrucous, and healed spontaneously in a 
period of two months, leaving a small 
hypopigmented scar. The patient remained 
free of lymphadenopathy and systemic 
manifestations throughout the course of 
the disease. Pain was not a prominent 
symptom. 


Observations 


Light Microscopical Observations— 
The epidermis in the central portion 
of the lesion showed marked acan- 
thosis. The keratinocytes were se- 
verely degenerated throughout the 
epidermis with marked swelling, vac- 
uolization, and disruption of nuclei. 
Cell contours for the most part were 
preserved. In some areas, the basal 
cells and the lower parts of the 
stratum spinosum were intact. There 
was severe edema in the papillary co- 
rium with dense perivascular in- 
flammatory infiltration, consisting 
mainly of lymphocytes and some his- 
tiocytes and extending to the sub- 
cutis. The upper corium, in addition, 
showed extravasation of erythrocytes 
as well as capillary dilatation and 
proliferation. There were a few neu- 
trophils in the upper corium and 
many eosinophils in the deeper parts 
of the reticular corium and subcutis 
(Fig 1). 

Electron Microscopical Observa- 
tions.—The electron microscopical sec- 
tions revealed the presence of brick- 
to oval-shaped viral particles, show- 
ing characteristic poxvirus structure 
with a central electron-dense elemen- 
tary body surrounded by a laminated 
protein capsule (Fig 2). The virions 
were mainly found in degenerated 
keratinocytes in which nuclei, mito- 
chondria, and tonofibrils were mostly 
destroyed. A few virions were occa- 
sionally found in the cytoplasm of 
keratinocytes that showed lesser de- 
grees of degeneration. No viral par- 
ticles were found in well-preserved 
cells. 

Most virions were scattered freely 
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Fig 2.—Electron micrograph of intracytoplasmic mature viral particles (original magni- 


fication x 116,000). 


Fig 3.—Electron micrograph demonstrating intracytoplasmic free viral particles and 
group of immature and mature virions surrounded by viroplasm (original magnification 


x 27,000). 


in the cytoplasm of the keratinocytes 
as single particles, or in small groups. 
In some areas, larger groups com- 
posed of immature spherical particles 
as well as mature virions were found 
surrounded by viroplasm (Fig 3). Un- 





like the findings in molluscum con- 
tagiosum, tightly-packed viral clus- 
ters were only rarely observed. 

The virions found in the ultrathin 
sections were oval, 200 to 380 nm 
long, and 150 to 250 nm wide. Some 
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Fig 4.—Demonstration of elongated viral particles and various degrees of central nar- 
rowing and bending of elementary bodies (original magnification x 72,000). 


Fig 5.—Demonstration of double elements 
x 130,000). 





virions were more elongated, reach- 
ing a length of 400 to 500 nm (Fig 4). 
In such elongated particles, there was 
often central narrowing of the elec- 
tron dense elementary bodies. Some 
of these elementary bodies showed 
various degrees of expansion at both 
ends with central narrowing and 
bending. In a few viral particles, this 
narrowing resulted in almost com- 
plete splitting of the elementary 
bodies, which gave them a double ap- 
pearance (Fig 5). 
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in virions (original magnification 


Neither inclusion bodies nor virions 
were found in the nuclei of affected 
keratinocytes. Melanocytes did not 
contain viral particles. 


Comment 


In both animal and human orf, vi- 
ral particles are observed chiefly in 
cells with some degree of degenera- 
tion.^** In our case, these particles 
could be found only in keratinocytes 
showing severe degeneration. This 
observation, as contrasted with the 








masses of virions that cán be found in 
tissue-cultured cells, which show little 
or no degenerative changes, probably 
reflects the role played by the host 
inflammatory reaction with accom- 
panying release of cytolytic sub- 
stances in the histogenesis of pif.’ 

In sheep, the virions often/can be 
found in membrane-bound vacuoles, 
while in man this occurrence is ob- 
served less frequently. 

An interesting finding was the 
presence of large virions with en- 
larged ends and narrowed centers. 
These unusual forms were observed 
by Peters et al in animals? and were 
referred to as anomalous structures. 
On observing them, one wonders 
whether there might be more than 
one DNA unit in these structures. 
Savage has reported a persisting gi- 
ant lesion of orf in an immuno- 
suppressed patient.’ Such cases, al- 
though extremely rare, could serve as 
valuable sources for periodic biopsy 
specimens for further study of the de- 
velopment of these anomalous struc- 
tures. 


Allan L. Lorinez, MD, reviewed the article, and 
Florence E. Bush prepared the electron micro- 
graphs. 
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Urticaria Pigmentosa 
Associated With Scleroderma 


Rodney S.W. Basler, MD, E. Richard Harrell, MD, Ann Arbor, Mich 


A patient had urticaria pigmentosa as- 
sociated with generalized scleroderma. 
The patient had had lesions of mastocy- 
tosis for many years before the onset of 
scleroderma. Many areas of skin showed 
evidence of both diseases simultane- 
ously. To our knowledge, the occurrence 
of these two diseases in one patient has 
not been previously reported. 


or a long time urticaria pig- 

mentosa was a poorly under- 
stood disease. It is characterized by 
single or multiple pigmented macules, 
papules, or nodules that urticate on 
stroking. However, it is now known 
that the disorder may represent a cu- 
taneous manifestation of systemic 
mastocytosis involving multiple or- 
gan systems.' The underlying process 
may also progress to overt leukemia, 
especially to mast cell leukemia, al- 
though other types of leukemia may 
also occur. Associations of the dis- 
ease with Hodgkin disease; neo- 
plasms,*^ anetoderma (coincidental 
occurrence), miscellaneous skin dis- 
orders, and indomethacin ingestion? 
have also been reported. To our 
knowledge this is the first reported 
case of urticaria pigmentosa associ- 
ated with scleroderma. 
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Report of a Case 


A 48-year-old white woman first devel- 
oped pigmented macules on her back at the 
age of 17. From the time of onset, these 
macules were noted to become red, swollen, 
and pruritic when mechanically rubbed or 
when exposed to hot water. New macules 
and papules continued to appear on other 
parts of her body in later years. She had no 
other serious systemic complaints until the 
age of 32, when she noted intermittent 
swelling and tenderness of large and small 
joints. At this time, the patient also began 
noticing a firmness and tightening of the 
skin over her hands. This firmness slowly 
spread to include most of her arms and 
gradually came to include nearly her entire 
integument including the face, trunk, and 
legs. The presence of Raynaud phenom- 
enon has also been well-documented over a 
period of eight years. Acral involvement 
has resulted in nearly complete immobili- 
zation of the fingers of both hands for the 
last two years. 

Physical examination showed that the 
patient was a small, middle-aged woman 
who had striking cutaneous abnormalities. 
Irregular, pigmented macules 0.5 to 1.5 cm 
in diameter were present on the trunk and 
proximal extremities and were partic- 
ularly prominent on the back (Fig 1). 
These macules responded with urtication 
on stroking (Darier sign). The skin was 
thick, tight, and bound down throughout, 
with severe involvement of the hands, 
causing virtually total immobilization. 
Crusted ulcers were present over the bony 
prominences of the hands (Fig 2). Motion 
of the elbows, knees, and mouth was also 
severely restricted. No hepatomegaly or 
splenomegaly could be demonstrated; all 
other physical examination findings were 
normal, except as altered by the skin in- 
volvement. 








Fig 2.—Claw-like hands, with ulceration. 


Laboratory studies of a skin biopsy 
specimen showed that the dense, fibrous 
connective tissue in the dermis was com- 
pressing the accessory structures and 
sweat ducts. In the upper dermis, there 
was an infiltrate of oval to angular cells 
with amphophilic cytoplasm (Fig 3), which 
are shown by Bismarck brown Y stain to 
the mast cells (Fig 4). Studies of pulmo- 
nary function showed that there was se- 
verely reduced diffusion and slightly re- 
duced flow rates that were compatible with 
restrictive lung disease. An electrocardio- 
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Fig 3.—Cellular infiltrate in upper dermis 
overlying dense, fibrous connective tissue 
(hematoxylin-eosin, original magnification 
x 100). 


B. saioan á 
2d. e». -— mn 07 
g P g^ a E <A ? 
-= s >. : t 5 n ® ke v T 
we v PON E Ba E e! 
- "qal. 7S ONL AT ite 
a r ET 
S eye as 5 qu 
b "Iex 
-" 





Fig 4.—Selective staining of mast cells. 
(Bismarck brown, original magnification 
x 100). 
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gram showed right axis deviation, and a 
chest x-ray film showed that there was 
moderate interstial fibrosis. Results of bar- 
ium swallow showed delayed esophageal 
motility, with atony of the lower two thirds 
of the esophagus; the proximal end of the 
small bowel was dilated. 

A laboratory screening panel showed 
that all values were essentially within nor- 
mal limits. Urinalysis and creatinine clear- 
ance findings were within normal limits. 
The test for antinuclear factor was reac- 
tive, with a homogenous pattern. Tests for 
rheumatoid factor and lupus erythema- 
tosus were negative. 

During her hospitalization, the patient 
received intensive physical therapy and 
was taught to perform passive motion 
exercises. She also was fitted for hand 
splints to help reduce the degree of her 
contractures; both she and her husband 
were instructed in the use of the splints 
and the performance of home therapy 
exercises. 


Comment 


To our knowledge, there are no pre- 
viously published reports of urticaria 
pigmentosa and scleroderma occur- 
ring in the same patient, and there is 
no good historical or theoretical basis 
for suggesting anything more than a 
coincidental occurrence of these two 
rare skin diseases in this case. Nei- 
ther of the principal substances, 
heparin and histamine, that are pres- 
ent in human mast cell granules are 
known to cause any degenerative 
changes in dermal collagen or elastic 
tissue.’ 

In this patient, urticaria pigmen- 
tosa was present for at least 15 years 
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before the onset of symptoms refer- 
able to scleroderma and it is still 
present after more than 30 years. 
While about 10% of adult patients 
who have urticaria pigmentosa de- 


velop lesions of systemic mastocy- 


tosis,'® there is no evidence of visgéral 
involvement at this time in thfs pa- 
tient. There are, however, advanced 
changes in the lung and gastroin- 
testinal tract secondary to her sclero- 
derma. The course of neither disease 
appears to have been altered by the 
other. 
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Congenital Temporal Alopecia 


Norman Minars, MD, Richmond, Va 


A 26-year-old male physician had con- 
genital temporal alopecia. The histologi- 
cal findings of this type of alopecia are re- 
ported for the first time, to our knowledge, 
and they are compared with those found 
in alopecia areata. The clinical and micro- 
scopic findings of this rare form of alo- 
pecia are distinct and allow easy separa- 
tion from other forms of alopecia. 


pu temporal alopecia, 
also known as alopecia tri- 
angularis congenitalis, was originally 
described by Sabouraud in 1906 as a 
rare form of alopecia occurring on the 
temples.' Galewsky? reported another 
case in 1932, and since that time only 
two other cases^* have been de- 
scribed. None of the previous investi- 
gators have used histopathological 
findings to describe this disease. 
Originally reported as an oval patch, 
the lesion was subsequently de- 
scribed? as resembling the shape of a 
triangle, with the base at the junction 
of the frontal and temporal hairline. 
The sides of the oval or triangle ex- 
tend 2 to 4 em onto the scalp, pointing 
toward the vertex. The surface of this 
area is devoid of almost all terminal 
hair. 

This report describes another case 
and the biopsy findings of this rare 
form of alopecia. 
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Report of a Case 


A 26-year-old white male physician was 
seen at the dermatology clinic of the Medi- 
cal College of Virginia in July 1973 for con- 
sultation concerning areas of bilateral alo- 
pecia present since birth. His mother had 
noted these areas in an otherwise normal 
scalp when the patient was an infant. All 
other epidermal appendages, teeth, nails, 
and other hair, developed normally. The 
patient's general health was excellent, and 
no other family member was affected by 


‘this type of alopecia. The mother has 


psoriatic arthritis, and the father has 
male-pattern baldness. 

The results of a complete physical exam- 
ination were normal, except for two 
sharply outlined areas of alopecia in the 
hairline at the junction of the frontal and 
temporal portions of the scalp. The lesion 
on the right temple resembled a triangle. 
Its base on the anterior hairline was 2.5 cm 
long, and its sides were 4 cm long and di- 
rected toward the vertex. Except for a few 
terminal hairs present in the center of the 
lesion, it was devoid of all hair (Fig 1). The 
lesion on the left temple was similar in 
shape, except the anterior one third was 
not devoid of all hair. The skin in both 
areas was normal in appearance. 


Histological Findings 


Serial sections from a 4-mm punch 
biopsy were stained with hematoxy- 
lin-eosin, PAS, Alcian blue, Masson 
trichrome, and Verhoeff-van Gieson 
and examined under light microscopy. 
The epidermis appeared normal, ex- 
cept for several follicular keratin 
plugs. No mature hairs were seen. 
Vellus-like hair follicles were present 
in the upper dermis (Fig 2 and 8). 
Normal appearing sebaceous glands 


and arrectores pilorum muscles were 
associated with these hair follicles. 
The dermis contained apocrine and 
eccrine sweat glands and was free of 
inflammatory infiltrate. No connec- 
tive tissue abnormalities were pres- 
ent on special staining. 


Comment 


At our present state of knowledge, 
congenital temporal alopecia is of no 
special medical importance. It is ap- 
parently not inherited and occurs 
spontaneously at birth in male and 
female infants. The alopecia is occa- 
sionally bilateral and is seen as soon 
as hair growth on the scalp is noticed. 
There are no nevoid structures pres- 
ent. No skin changes (erythema, at- 
rophy, follicular plugging) precede 
the onset of alopecia, nor does scar- 
ring follow it. The condition has been 
found to be unresponsive to ther- 
apy,"^ and no other ectodermal de- 
fects have been associated with it. It 
persists but does not increase in size. 
The cause of this alopecia is unknown, 
and it has been incorrectly attributed 
to the application of forceps at birth. 

Alopecia areata and congenital 
temporal alopecia share one inter- 
esting finding; they are both diseases 
in which sharply outlined areas of 
nonscarring alopecia occur, but here 
the similarity ends. Van Scott consid- 
ers the primary lesion of alopecia 
areata to be in the connective tissue 
surrounding blood vessels supplying 
the dermal papillae.* He found de- 
gnerative changes in this tissue, with 
a dense cellular infiltrate surrounding 
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Fig 1.—Triangular area of alopecia is 
seen at anterior hairline pointing toward 
vertex. Normal male hairline pattern is 
seen above area of alopecia. 


the hair bulb. From those findings, he 
eoncludes that the dermal hair pap- 
illae are severely damaged but are ca- 
pable of regenerating and producing 
hair, as shown by the clinieal re- 
growth of hair following systemic 
therapy with adrenal corticoids. 

Other dermal papillae abnormal- 
ities mentioned by Van Scott include 
the presence of cells in mitotic divi- 
sion and the presence of large 
amounts of melanin in the dermal 
papillae and in the underlying corium 
of hair roots in the anagen phase of 
the growth cycle. 

In our patient, these dermal pa- 
pillae abnormalities were not present. 
The papillae were small and con- 
tained no evidence of mitoses or the 
presence of melanin. The dermis was 
free from inflammatory infiltrate and 
did not have any connective tissue 
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Fig 2.—Biopsy specimen from lesion 
showing follicular plug, vellus-like hair fol- 
licle in upper dermis, and normal skin ap- 
pendages  (hematoxylin-eosin, original 
magnification x 56). 


changes. The only abnormal findings 
present were vellus-like hair follicles. 

It is also necessary to differentiate 
congenital temporal alopecia from 
long standing alopecia areata. Van 
Scott’ described a case of persistent 
alopecia areata of the scalp in a 23- 
year-old man. He found that rudi- 
mentary hair roots were detectable as 
local buds of epithelial cells extending 
downward from the base of the fol- 
licular neck. Dermal papillae were not 
seen beneath these buds. Our patient 
had hypoplastic dermal papillae. 

One must be aware of the charac- 
teristics of congenital temporal alo- 
pecia in order to distinguish it from 
the relatively common condition of 
alopecia areata. Both types of alo- 
pecia can appear identical on gross 
examination, but it is possible to dis- 
tinguish the two disorders on the 
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Fig 3.—Close-up view of biopsy speci- 
men demonstrating vellus-like hair follicle. 
Notice small dermal papilla invaginating 
into matrix (hematoxylin-eosin, original 
magnification x 160). 


basis of the patient's history, the loca- 
tion of the lesion, and the histologic 
findings. 
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Contact Dermatitis From 


Stearyl Alcohol and Propylene Glycol 


in Fluocinonide Cream 


Ronald N. Shore, MD, Walter B. Shelley, MD, PhD, Philadelphia 


A young woman being treated for linear 
scleroderma became allergic to fluocino- 
nide (Lidex) cream while using it with oc- 
clusion. She was able to continue treat- 
ment with fluocinonide ointment without 
an adverse reaction. 

Patch testing with the ingredients of the 
cream demonstrated sensitization to an 
impurity in commercial stearyl alcohol 
and irritation from propylene glycol. The 
woman had no adverse reactions to fluo- 
cinonide ointment because this prepara- 
tion contains no stearyl alcohol and very 
little propylene glycol. 

This case reemphasizes the important 
role of vehicles in contact allergy and in- 
dicates that allergic sensitization may be 
induced despite the presence of a potent 
topical steroid. 
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Ly have long been 
aware of how man and his skin 
have been affected by substances in 
the environment. Over the years, a 
wealth of information about contact 
dermatitis has been accumulated. In- 
numerable sensitizers and primary 
irritants have been identified. How- 
ever, man's environment is con- 
stantly changing, and he continues to 
be exposed to new materials that 
have a potential for causing cutane- 
ous diseases. 

This article reports the unusual oc- 
currence of contact allergy from fluo- 
cinonide (Lidex) cream. It is para- 
doxical that one of the newest and 
most potent topical steroid prepara- 
tions could be allergenic. Investiga- 
tions indicate that some of the com- 
ponents of the formulation that make 
it so effective may, in particular cir- 
cumstances, predispose a user to the 
development of allergy. This paper 
analyzes the various factors that con- 
tributed to this reaction and suggests 
how fluocinonide can be used to avoid 
such reactions. 


Report of a Case 


A young woman began to develop pig- 
mented plaques on her right thigh in 1971. 
These lesions gradually turned white and 
extended upward and laterally to the lower 
portion of the abdomen and downward and 
medially to the lower part of the leg. A 
diagnosis of linear scleroderma was made, 
and it was confirmed by biopsy of the skin. 


Because of the frequent association of this 
disorder with spina bifida occulta, roent- 
genograms of the spine were obtained. 
They showed this anomaly. Neurological 
examination revealed weakness of the 
hamstrings of the right leg, wasting of the 
right calf, and partial loss of the Achilles 
reflex, suggesting a lesion of the first 
sacral root. A myelogram, however, was 
normal. 

The patient began treatment of the cu- 
taneous lesions using fluocinonide cream 
once daily. Definite improvement was ap- 
parent over the next few months. The fol- 
lowing year, gradual tightening of the skin 
occurred in pretibial lesions, and new 
plaques arose on her right hip and knee. 
She continued treatment using fluocino- 
nide cream with the addition of saran film 
occlusion at night. Two weeks later, a se- 
vere contact dermatitis developed at the 
sites of occlusive therapy. Fluocinonide 
cream therapy was discontinued. Closed 
patch testing with the cream produced a 
2+ eczematous urticarial reaction. Similar 
testing with fluocinonide ointment pro- 
duced no reaction. She continued treat- 
ment with fluocinonide ointment without 
occlusion and had no adverse reactions. 

The ingredients of fluocinonide cream 
and ointment were obtained from Syntex 
Laboratories, Inc., and patch testing was 
performed. The results of the testing are 
outlined in Table 1. These studies indicated 
that the patient was highly sensitive to 
both commercial stearyl alcohol (93% to 
95% pure), a component of the cream only, 
and propylene glycol, a component of the 
cream and the ointment. Patch testing was 
then performed with 30% commercial stea- 
ryl alcohol in petrolatum and 10% propyl- 
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Table 1.—Results of Patch Tests 
With Components of Fluocinonide 
Cream and Ointment 


Material 


Fluocinonide cream and its 
components (undiluted) 
Fluocinonide cream* 
Fluocinonide cream base* 
Propylene glycol 
Commercial stearyl alcohol 
(9395-9595 pure) 
Polyethylene alycol 
Citric acid 
1,2,6-hexanetriol 
Fluocinonide cream 
(open patch) 
Fluocinonide ointment and its 
components (undiluted) 
Fluocinonide ointmentt 
Fluocinonide ointment 
baset 
Propylene glycol 
Propylene carbonate 
Amercol (CAB grade) 
White petrolatum USP 
Fluocinonide ointment 
(open patch) 


Reaction 





* Ingredients include 60% propylene glycol 
and less than 10% commercial stearyl alco- 
hol. 

t Ingredients include 5% to 7% propylene 
glycol and no commercial stearyl alcohol. 


ene glycol in water (standard concentra- 
tions for patch testing suggested by Fisher 
et al'). In these concentrations, commercial 
stearyl alcohol produced an irregular 2+ 
eczematous reaction characteristic of al- 
lergy, while propylene glycol produced a 
1+ perfectly circular, erythematous reac- 
tion characteristic of primary irritancy. No 
positive reactions occurred with these con- 
centrations in five control subjects, includ- 
ing one with linear scleroderma. There was 
a significant relationship between the se- 
verity of the patient’s reactions and the 
concentrations of propylene glycol and 
commercial stearyl alcohol used for testing 
(Tables 2 and 3). When propylene glycol 
was present in very low concentrations and 
commercial stearyl alcohol was absent, as 
in fluocinonide ointment base, no reaction 
occurred. 

Patch testing was also performed with 
high-grade stearyl alcohol (over 99% pure) 
to determine whether the patient was al- 
lergic to the alcohol itself or to impurities 
in the commercial preparation. Undiluted 
high-grade stearyl alcohol produced a faint 
erythematous reaction at 48 hours, but this 
progressed to a 2+ reaction by 60 hours. 
Thirty percent high-grade stearyl alcohol 
in petrolatum (standard concentration for 
patch testing) produced no visible reaction. 
The striking differences in patch test reac- 
tions with identical concentrations of com- 
mercial and high-grade stearyl alcohol in- 
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Table 2.—Results of Patch Tests With Materials Containing 
Different Concentrations of Propylene Glycol 


Material 
Propylene glycol 
Fluocinonide cream base 
Fluocinonide cream 
Propylene glycol in water* 
Fluocinonide ointment base 
Fluocinonide ointment 





Concentration of 
Propylene Glycol, % 


Reaction 
100 

60 

60 


* Standard concentration for patch testing. No reactions in five control subjects. 





Material 
Commercial stearyl alcohol 


Fluocinonide cream base 
Fluocinonide cream 
Fluocinonide ointment base 
Fluocinonide ointment 
Petrolatum (control) 


Table 3.—Results of Patch Tests With Materials Containing Different 
Concentrations of Commercial Stearyl Alcohol 


Commercial stearyl alcohol in petrolatum* 






Concentration of 











Commercial 
Stearyl Alcohol, % Reaction 
100 3+ 
30 2+ 
10 3+ 
10 2+ 
0 None 
0 None 






* Standard concentration for patch testing. No reactions in five control subjects. 


dicated that the patient was reacting to 
impurities in these materials and not to 
the stearyl alcohol itself (Table 4). 


Comment 


This report represents the first 
documented case of contact allergy 
from fluocinonide cream. The case 
is remarkable because fluocinonide 
cream is an extremely potent anti-in- 
flammatory agent and is free of para- 
bens and other significant sensitizers. 
It is our opinion that development of 
this allergy did not occur purely by 
chance. On the basis of our investiga- 
tions, we suggest that application of 
the cream with occlusion increased ir- 
ritation by the cream's base and pre- 
disposed the patient to the develop- 
ment of allergic contact dermatitis. 

Patch testing with the ingredients 
of fluocinonide cream demonstrated 
that four factors contributed to the 
final expression of contact dermatitis: 
(l) allergy to impurities in commercial 
stearyl alcohol, (2) irritation from 
propylene glycol, (3) anti-inflamma- 
tory action of fluocinonide, and (4) in- 
tensification of these reactions by oc- 
clusion. 

Stearyl alcohol is an 18-carbon ali- 


phatic alcohol present in many 
creams. Studies have indicated that it 
is the least irritating of the fatty al- 
cohols and that it is almost free of ir- 
ritant reactions. Its low sensitizing 
potential was attested to in studies 
by Hjorth and Trolle-Lassen.* 

Using 30% stearyl alcohol in liquid 
paraffin, they obtained only four posi- 
tive patch tests in 1,664 patients with 
a history of eczema. Our patient had a 
2+ reaction with 30% commercial 
stearyl alcohol, but no visible reaction 
with 30% high-grade stearyl alcohol. 
This indicated that the patient was 
reacting to impurities and not to 
stearyl alcohol itself. 

The commercial stearyl alcohol 
(Emersol 6353) used in fluocinonide 
and other creams is derived from 
stearic acid and is 98% to 95% pure. 
The remaining 5% to 7% is composed 
of impurities, including oleyl, palmi- 
tyl, and other alcohols, and bound sol- 
vent, such as acetone, petroleum 
ether, or thiophene. A high-grade 
stearyl alcohol that is over 99% pure 
has been produced by repeated crys- 
tallization and fractional distillation 
of stearic acid, followed by reduction 
to alcohol. Synthesis of this material 
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Material 


alcoho! 


High-grade stearyl 
alcoho! 

Undiluted 

30% in petrolatum 


* Reaction progressed to 2+ by 60 hours. 


costs about $8 a gram, making it im- 
practical for commercial use. 
Propylene glycol is a dihydric alco- 
hol present in the bases of many 
pharmaceutical preparations and cos- 
metics. Toxicologic studies indicate 
that the chemical has low toxicity, but 
application to mucous membranes or 
injured skin may produce local irrita- 
tion, and subcutaneous and intramus- 
cular injection has produced consid- 
erable inflammatory reactions.’ 
Warshaw and Herrmann,‘ who stud- 
ied cutaneous reactions to propylene 
glycol, found that it was often diffi- 
cult to decide whether they were deal- 
ing with primary irritation or allergic 
sensitization. Fisher et al' have sug- 
gested that an eczematous response 
to 10% propylene glycol may be inter- 
preted as evidence of allergic sensi- 
tization. In the present case, 10% 
propylene glycol produced only an ir- 
ritant type of reaction, and in lower 
concentration, it produced no reac- 
tion. Fluocinonide cream contains 
6076 propylene glycol; when the pa- 
tient applied it with occlusion, consid- 
erable irritation occurred. 
Fluocinonide, the steroid compo- 
nent of Lidex cream, is the 21-acetate 
ester of fluocinolone acetonide. The 
ability of steroids to decrease patch 
test reactions is well recognized, * 
and as would be expected, fluocino- 
nide cream produced a noticeably 
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Table 4.—Results of Patch Tests With Commercial and 
High-Grade Stearyl Alcohol 


Approximate Concentrations, % 


Stearyl Alcohol 


\ Undiluted 94 
30% in petrolatum 28.2 














Reaction at 
48 hr 





Impurities 





6 3+ 
1.8 2+ 









milder reaction than its base alone. 
The occlusion of fluocinonide cream 


appears to have been of major impor- 
tance in this case. The cream was ap- 
plied successfully for over one year, 
and no evidence of contact dermatitis 
developed until two weeks after oc- 
clusion was started. On the basis of 
our results with open and closed patch 
tests, we suggest that application of 
fluocinonide cream with occlusion in- 
creased irritation by propylene glycol 
and predisposed the patient to the 
development of allergy. The infre- 
quency of occurrence of this reaction 
in other patients is probably a reflec- 
tion of the low sensitizing potential 
of the cream’s ingredients and the 
presence of the potent steroid. 

The patient did not react adversely 
to fluocinonide ointment, since it con- 
tains no commercial stearyl alcohol 
and only 5% to 7% propylene glycol. 
Because of this low concentration of 
propylene glycol, fluocinonide oint- 
ment appears to be preferable to the 
cream form when occlusive therapy is 
contemplated. 

Our case illustrates three impor- 
tant aspects of contact dermatitis. 
First, the case indicates the impor- 
tant role of vehicles in contact allergy 
and the importance of identifying the 
responsible ingredients. In this case, 
knowledge that our patient was aller- 
gic to commercial stearyl alcohol 


alerted us not to use betamethasone 
valerate (Valisone) and triamcinolone 
acetonide (Aristocort-HP) creams in 
her treatment, since both prepara- 
tions contain this material. Second, 
this case illustrates several of the ef- 
fects of steroids on allergic contact 
dermatitis. As demonstrated in this 
and previous studies, steroids de- 
crease patch test results, but they 
rarely mask marked reactions and do 
not always prevent allergy from de- 
veloping. Third, this case demon- 
strates the potentially important role 
of occlusion in the development of al- 
lergy. Occlusion of topical medica- 
tions can result in a great increase in 
absorption of all ingredients and pre- 
dispose the patient to allergic contact 
dermatitis. 


David Conklin and Syntex Laboratories, Inc, 
Palo Alto, Calif, and Garth Burghard and Ap- 
plied Science Laboratories, State College, as- 
sisted in this study. 

High-grade stearyl alcohol is available from 
Applied Science Laboratories, State College, Pa. 


Nonproprietary Name and 
Trademarks of Drug 


Fluocinonide—Lidex, Topsyn. 
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lreatment of Aphthous Stomatitis 


by Suppression of 


Intralesional Streptococci 


Ronald N. Shore, MD, Walter B. Shelley, MD, PhD, Philadelphia 


A 27-year-old woman with recurrent 
aphthous stomatitis failed to improve with 
several forms of therapy, including the 
use of tetracycline compresses. Cultures 
of the aphthae yielded heavy growth of a- 
hemolytic streptococci resistant to tet- 
racycline but sensitive to cephalosporins. 
Application of 1% cephalexin monohy- 
drate compresses to the oral lesions pro- 
duced rapid relief of pain and noticeable 
healing at this time as well as during later 
attacks. 

Skin testing showed marked hyper- 
sensitivity to a-hemolytic streptococci 
with extension of the allergic reaction for 
23 cm along the adjacent major lymphatic 
vessel. Intradermal injection of an autoge- 
nous streptococcal vaccine produced not 
only 50 mm of erythema and induration 
but also a transient flare-up of the pa- 
tient’s oral lesions. A series of vaccine in- 
jections was associated with a progres- 
sively diminishing cutaneous response as 
well as clinical amelioration. 


he spectrum of human diseases 
caused by Streptococcus is un- 
equalled by any other bacterial orga- 
nism. Streptococci produce impeti- 
go, ecthyma, erysipelas, cellulitis, 
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lymphangitis, gangrene, scarlet fe- 
ver, pneumonia, endocarditis, and 
many other infections and may sec- 
ondarily complicate fungus infec- 
tions, contact dermatitis, stasis ul- 
cers, wounds, and other lesions. In 
addition, allergic hypersensitivity to 
streptococcal antigens has been asso- 
ciated with rheumatic fever, acute 
glomerulonephritis, erythema nodo- 
sum, erythema multiforme, guttate 
psoriasis, and Henoch-Schónlein pur- 
pura. Hypersensitivity to streptococci 
has also been implicated in other dis- 
orders, including aphthous stomatitis. 
This paper describes a case of recur- 
rent aphthous stomatitis in which a- 
hemolytic streptococci were isolated 
from oral lesions and marked hyper- 
sensitivity to the organism was dem- 
onstrated. Rapid healing of lesions 
was obtained after the use of com- 
presses containing an antibiotic to 
which the organism was sensitive. 


Report of a Case 


A 27-year-old woman had painful recur- 
rent aphthae of the mouth and throat asso- 
ciated with a 9 kg weight loss. Attacks of 
lesions had begun two years earlier after 
the birth of her third child. These attacks 
were not associated with oral trauma, 
menstruation, or ingestion of foods or 
medications. Treatment with vitamins and 
orally administered antibioties had not 
been helpful, and an acute flare had oc- 
curred despite topical application of 1% 
tetracycline compresses. 


When examined, the patient appeared to 
be in considerable discomfort. Multiple 
well-defined 1 to 7 mm ulcerations typical 
of aphthous stomatitis were present on the 
labial and buccal mucosa, the undersurface 
of the tongue, and the pharynx. Slightly 
enlarged cervical and submandibular 
lymph nodes were palpable bilaterally. No 
lesions were observed on the skin or on 
other mucosal surfaces. 

The hematocrit reading was 38% and the 
white blood cell count, 5,100/cu mm, with 
64% polymorphonuclear leukocytes, 28% 
lymphocytes, and 8% monocytes. Serum 
IgA, IgG, and IgM levels were normal. 
Cultures of oral lesions were obtained and 
revealed heavy growth of an a-hemolytic 
Streptococcus and light growth of y-he- 
molytic streptococci and Neisseria. The a- 
hemolytic Streptococcus was resistant to 
tetracycline but was sensitive to most 
other antimicrobials. The organism gave a 
positive precipitin reaction with the refer- 
ence antiserum to Streptococcus group F. 
It produced acid from litmus milk and uti- 
lized lactose, sucrose, raffinose, and treha- 
lose but not arginine, sorbitol, glycerine, 
mannitol, salicin, inulin, esculin, and urea. 
The organism did not produce nitrite from 
nitrate and failed to grow at 45 C. 

Intradermal skin testing was performed 
on the patient's forearms with 14 commer- 
cial bacterial and fungal antigens. Each in- 
jection consisted of 0.02 ml of solution con- 
taining 10 killed organisms per milliliter. 
A severe delayed-type hypersensitivity re- 
action with an associated lymphangitis 
that extended 23 cm up the arm developed 
from the region of injection of S viridans 
(a-hemolytie streptococcus) antigen. The 
lymphangitis was not accompanied by re- 
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gional adenopathy, fever, or systemic 
symptoms and resolved within 36 hours 
without antibiotic treatment. Bacterial 
culture of the test media confirmed that 
there were no live organisms. Repeat skin 
testing was performed using a different 
specimen of S viridans antigen. By 24 
hours, pseudopods were observed extend- 
ing out from a central area of reaction, and 
by 48 hours, 60 mm of erythema and indura- 
tion were present. Skin testing with S 
pyogenes and S fecalis produced over 20 
mm of erythema and induration. A Can- 
dida albicans test produced just under 10 
mm of induration. No reactions greater 
than 4 mm occurred with N catarrhalis, 
Staphylococcus albus, Escherichia coli, 
Proteus vulgaris, Klebsiella pneumoniae, 
Aerobacter aerogenes, Salmonella enteri- 
dus, Shigella flexnori, Penicilliwm, and a 
control. 

A vaccine was prepared using the a-he- 
molytic Streptococcus isolated from the pa- 
tient’s oral lesions. Cultures of the Strepto- 
coccus were killed by heating them at 60 C 
for one hour and leaving them in 0.5% 
phenolized saline solution for 24 hours. Di- 
lutions of 10°, 10°, and 10* killed organisms 
per milliliter were prepared in 0.025% 
phenolized saline solution. Injections of 
0.02 ml each of the three dilutions of vac- 
cine and of a control of 0.025% phenolized 
saline were made intradermally in the pa- 
tient. A delayed hypersensitivity reaction 
with 50 mm of erythema and induration 
developed at the site of the vaccine of the 
greatest concentration, but reactions were 
not observed at other injection sites. A 
flare-up of the patient's preexisting oral le- 
sions occurred in association with the skin 
reaction and lasted for approximately 24 
hours. Intradermal injections of the 10° di- 
lution of vaccine in five volunteer controls 
produced no visible reaction. 

Antimicrobial studies demonstrated that 
the patient’s streptococci were sensitive to 
cephalosporins. Consequently, she was in- 
structed to dissolve a 250-mg capsule of 
cephalexin monohydrate (Keflex) in a 
scant 30 ml of water and to apply com- 
presses saturated with this solution to her 
oral lesions four times daily. This resulted 
in noticeable healing and relief of pain 
within 24 hours of application. The patient 
had attacks of new lesions at later dates 
but again had rapid relief of symptoms 
with similar treatment. 

A series of injections of autogenous vac- 
cine was given to the patient in an attempt 
to hyposensitize her to her oral strepto- 
cocci. Intradermal injections of 0.02 ml of 
the 10° dilution of vaccine were given at in- 
tervals of approximately three weeks. The 
first few injections were followed by flares 
of oral lesions. Cutaneous reactions, how- 
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ever, became progressively smaller, and by 
six months, no visible reaction occurred 
with the 0.02-ml injection. At this time, the 
patient was still having occasional sponta- 
neous attacks of lesions, but these were 
considerably milder than before. Within 
three months, she had regained two thirds 
of the weight she had lost during her pre- 
vious attacks of acute stomatitis. 


Comment 


Aphthous stomatitis (Mikulicz aph- 
thae) is a disorder characterized by 
recurrent painful ulcers of the oral 
cavity. Oral lesions are typically well- 
defined, shallow erosions with dis- 
crete erythematous margins. Lesions 
are usually multiple and occur most 
frequently on the labial and buccal 
mucosa. Ulcers of the tongue, soft 
palate, pharynx, and gingivae may 
occur. Histologically, lesions are often 
associated with epithelial distur- 
bances of minor salivary glands.’ 
Early lesions show a preponderance 
of lymphocytes in the inflammatory 
response, but polymorphonuclear leu- 
kocytes become preponderant in the 
central region of ulceration.' 

The cause of aphthous stomatitis 
has not been established. Recurrences 
appear to have been precipitated by 
trauma, food and drug allergy, men- 
struation, and physical and emotional 
stress. The disorder was at one time 
considered to represent a form of her- 
pes simplex infection. However, at- 
tempts to isolate the virus from le- 
sions have been unsuccessful, and 
elevations of antibody titer to herpes 
have not been a feature of patients 
with the disorder.’ Several studies' ^^ 
have implicated a pleomorphic a-he- 
molytic streptococcus, S sanguis, 
strain 2A. The evidence associating 
this organism with recurrent aph- 
thous stomatitis has been as follows: 
(1) isolation of the organism in a ma- 
jority (94%) of early aphthous le- 
sions**; (2) demonstration of the or- 
ganism in histologic sections of 
lesions’; (8) production of oral lesions 
consistent with the clinical and his- 
topathological aspects of aphthous 
stomatitis after inoculation of the or- 
ganism or its cell wall materials into 
laboratory animals’; and (4) demon- 
stration of  delayed-type hyper- 
sensitivity to the organism in these 


animals and most tested human pa- 
tients with recurrent aphthae.' It has 
been suggested that the cell wall ma- 
terial of S sanguis, strain 2A, is path- 
ogenic in aphthous stomatitis. The or- 
ganism is capable of transforming 
into an L-form that does not have a 
cell wall, however, and it has been 
proposed that this variant of the or- 
ganism may be present during remis- 
sions.? 

In the present case, an a-hemolytic 
streptococcus was isolated from oral 
lesions. Intradermal skin tests re- 
vealed extreme sensitivity to strepto- 
cocci, particularly to the a-hemolytic 
form. An allergic lymphangitis devel- 
oped from the region of injection of S 
viridans antigen and extended 23 cm 
up the arm. This allergic lymphan- 
gitis, unlike an infected lymphan- 
gitis, was not accompanied by fever, 
systemic symptoms, or regional lym- 
phadenopathy and resolved within 
36 hours without antibiotics or other 
therapy. This type of reaction has 
been observed on occasion with other 
strongly positive intradermal tests 
and appears to represent an exten- 
sion of the delayed hypersensitivity 
reaction, following injection of anti- 
gen near major lymphatic channels. 
It is quite possible that the reac- 
tion pattern is mediated by prosta- 
glandins. Intradermal injections of 
prostaglandin E, commonly produce 
reactions that resemble lymphan- 
gitis^ and it has been shown that 
prostaglandins E and F are recov- 
erable from sites of cutaneous al- 
lergy. Skin testing in the patient 
with vaccine prepared from a-he- 
molytic streptococci from her own 
aphthae resulted in a reaction with 50 
mm of erythema and induration. An 
exacerbation of her preexisting oral 
lesions occurred simultaneously with 
the development of the skin reaction. 
The intensity of streptococcal skin 
test reactions in patients with aph- 
thae has been noted previously. Reac- 
tions of 20 mm of induration or 
greater occurred in 30 patients with 
aphthous stomatitis when a vaccine 
of killed S sanguis, strain 2A, was 
tested.' Cellular hypersensitivity to 
Streptococcus of strain 2A has also 
been demonstrated in vitro in recur- 
rent aphthous stomatitis by the leu- 
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kocyte migration test.* Interestingly, 
lymphocytes from patients with aph- 
thous stomatitis are reported to show 
less stimulation of DNA synthesis 
than comparable normal controls 
when exposed to heat-killed suspen- 
sions of this organism.* 

The Streptococcus isolated in the 
present case was found to be resist- 
‘ant to tetracycline but sensitive to 
cephalosporins. Clinically, tetracy- 
cline compresses did not relieve the 
patient’s discomfort, but cephalexin 
compresses were very helpful. Gray- 
kowski et al' found tetracycline oral 
suspension superior to steroid (1.5% 
cortisone [Cortone] acetate oint- 
ment, topical antibiotic lozenges, and 
antihistamines in the treatment of 
aphthae. Several patients who re- 
sponded to the drug initially, how- 
ever, became refractory to treatment 
after 2 to 2⁄2 years and sensitivity of 
the streptococcus to tetracycline in 
the laboratory correlated well with 
the therapeutic response to the drug. 
It is our experience that tetracycline 
when applied topically as a compress 
(gauze saturated with 250 mg tet- 
racycline in 30 ml of water) is an ex- 


1. Graykowski EA, et al: Recurrent aphthous 
stomatitis: Clinical, therapeutic, histopathologic, 
and hypersensitivity aspects. JAMA 196:637-644, 
1966. 

2. Driscoll EJ, et al: Chronic aphthous stom- 
atitis, herpes labialis and related conditions: 
Combined staff meeting of the National Insti- 
tutes of Health. Ann Intern Med 50:1475-1496, 
1959. 

3. Barile MF, et al: L-form of bacteria isolated 
from recurrent aphthous stomatitis lesions. Oral 
Surg 16:1395-1402, 1963. 

4. Stanley HR, Graykowski EA, Barile MF: 
The occurrence of microorganisms in microscopic 
sections of aphthous and nonaphthous lesions 


402 Arch Dermatol/Vol 109, March 1974 


ER V ESS LECY Pee aoe pe LTS : CEEESUNIPUOO* TU ey A ae a a. a eed 
[IES WP » E Sa se si pu" "ETPG 34"Y* rz . pov Tm " i ; PERET 
" P f , X - 3 ; " P = 0a J 


tremely effective aid in the treatment 
of most painful oral lesions. We have 
found that tetracycline compresses 
are considerably more effective than 
tetracycline oral suspension and that 
they are generally the best form of 
therapy. The failure of tetracycline 
compresses in the present instance 
appears to be due to the development 
of resistance by the streptococci. 
Evidence has accumulated that 
suggests hypersensitivity to oral 
streptococci may be primarily re- 
sponsible for lesions of aphthous 
stomatitis. This evidence includes 
demonstration of the delayed hyper- 
sensitivity character of the micro- 
scopic appearance of early aphthous 
ulcers, the isolation of streptococci 
from the vast majority of these le- 
sions, and demonstrations of hyper- 
sensitivity to these organisms by per- 
sons with the disorder.' In view of 
these findings, suppression of oral 
streptococci with appropriate anti- 
biotic compresses appears to be a logi- 
cal method of treatment and was 
found to be satisfactory in the pres- 
ent case. Hyposensitization appears 
to have been partially successful and 
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may prove valuable in other cases. 
Food allergy has been implicated in 
the past as a cause of some cases of 
aphthous stomatitis. In a few individ- 
uals, challenge with a suspected food 
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has resulted in the development 0A 


new lesions. It has been assumed in 
such cases that allergy to the food 
was responsible for the lesions. Foods, 
however, may precipitate lesions in 
an indirect manner. Oral streptococci 
are capable of utilizing food con- 
stituents, such as sucrose and lactose, 
and, when such constituents are re- 
tained in the oral cavity, these orga- 
nisms may multiply and achieve the 
numbers needed to precipitate aph- 
thous lesions. Restriction of certain 
foods including candies and chewing 
gum and thorough cleansing of the 
oral cavity after eating may be help- 
ful in preventing recurrences of the 
lesions. 
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Description: Halotex cream provides 1% haloprogin in a water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in polyethylene glycol 400, polyethylene glycol 4000, diethyl 
sebacate and polyvinylpyrrolidone. Halotex solution provides 1% (10 mg. per ml.) haloprogin in a homo- 
geneous vehicle of diethyl sebacate and alcohol. Action: Halotex is a synthetic antifungal agent for the 
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for the topical treatment of tinea pedis, tinea cruris, tinea corporis and tinea manuum due to infection 
with Trichophyton rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Microsporum canis, 
and Epidermophyton floccosum. It is also useful in the topical treatment of tinea versicolor due to 
Malassezia furfur. Contraindications: Halotex preparations are contraindicated in those individuals who 
have shown hypersensitivity to any of the components. Warning: USAGE IN PREGNANCY — Safety for use 
in pregnancy has not been established. Precautions: In case of sensitization or irritation due to Halotex 
cream or solution or any of the ingredients, treatment with these preparations should be discontinued and 
appropriate therapy instituted. If a patient shows no improvement after four weeks of treatment with 
Halotex cream or solution, the diagnosis should be redetermined. In mixed infections where bacteria or 
nonsusceptible fungi are present, supplementary systemic anti-infective therapy may be indicated. For ex- 
ternal use only. KEEP OUT OF EYES. Adverse Reactions: Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and; (2) increased maceration, pruritus or exacerba- 
tion of pre-existing lesions. Dosage and Administration: Halotex cream and solution 

should be applied liberally to the affected area twice daily for two to three weeks. „a 

Interdigital lesions may require up to four weeks of therapy. How Supplied: j 

Halotex* cream 1% (10 mg. per g.) 30 g. collapsible aluminum tube ~ 

NDC 0087-0590-01. Halotex solution 1% (10 mg. per ml.) 10 ml. a - 

polyethylene bottle with controlled drop tip NDC 0087-0591-01 and 30 ml. 
polyethylene bottle with controlled drop tip NDC 0087-0591-02. 
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use if condition does not improve or 
if sensitivity reactions occur. The anti- 
inflammatory action of hydrocortisone 
may mask the presence of infection. 
If bacterial or fungal infection exists 
or supervenes, concomitant  anti- 
microbial or antifungal therapy should 
be considered. When topical steroids 
are used on large areas of skin for 
long periods of time, there is the pos- 
sibility of systemic absorption. Should ' 
adrenal suppression, electrolyte im- 
balance, metabolic changes, or other 
symptoms of systemic absorption oc- 
cur, suitable counter measures should 
be taken. Precautions should be taken 
when hydrocortisone is used in the 
treatment of skin diseases associated 
with impaired circulation, such as 
stasis dermatitis. 
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dispensing with prescription. 
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Letters to the Editor 


The intent of the Letters section 
is not only to remark about previous- 
ly published manuscripts, but also to 
offer a new observation, a new tech- 
nique, or to describe an interesting 
patient. An attempt is made to pub- 
lish most letters that are received 
without subjecting them to multiple 
critical reviews, and proved scientific 
validity is not a prerequisite factor. 
—Eps. 


Methotrexate Dosage Schedule 


To the Editor.—I wish to point out a 
source of error in the cooperative 
study titled "Psoriasis-Liver-Metho- 
trexate Interactions" appearing in 
the ARCHIVES (108:36, 1973). I have 
been puzzled for some time now by 
the statement of the International 
Cooperative Committee on this sub- 
ject to the effect that the daily oral 
dosage schedule of methotrexate was 
found to be significantly associated 
with the presence of liver damage, 
with the implication that the weekly 
schedule and the Weinstein schedule 
were less offensive. This has not been 
the experience that a group at the 
University of California at San Fran- 
cisco has recently shown in an article 
submitted to the ARcHIVES for publi- 
cation. 

Some clarification of the problem is 
made in a separate article by one of 
the leaders of the aforementioned co- 
operative study. 

The statement is made in the ar- 
ticle by Weinstein (Dermatol Digest 
12:49, 1973) that the daily oral sched- 
ule referred to consisted of giving a 
2.5 mg methotrexate tablet daily for 
five days, with a minimum of two 
days rest between these periods. The 
authority for this virtually continuous 
schedule is given as an article by my 
colleagues and me published in the 
ARCHIVES (95:2, 1967). In all of our ar- 
ticles, we have referred to five differ- 
ent schedules for daily oral adminis- 
tration of methotrexate, and each of 
these schedules was followed by at 
least one week of rest. As one can see, 
this is a far different matter from 
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giving the tablets daily followed by 
only two days rest, as referred to by 
Weinstein and, inferentially, by the 
cooperative study. 
REEs B. Rees, MD 
San Francisco 


Reply 


To the Editor.—The evidence pre- 
sented that led the International 
Cooperative Study Group on Metho- 
trexate and the Subcommittee on 
Methotrexate of the Psoriasis Task 
Force of the National Program for 
Dermatology to warn that the daily 
oral dose schedule for methotrexate 
may be associated with some in- 
creased hazard and increased inci- 
dence of liver damage is threefold in 
nature. 

Review of the pharmacologic ef- 
fects of methotrexate in animals by 
Rall et al' shows that methotrexate is 
less toxic when given in large single 
doses than when administered in 
small daily doses. Experience with 
methotrexate and other chemother- 
apeutic drugs in the treatment of leu- 
kemia and lymphomas has shown the 
superiority of the large loading dose 
and long rest periods over the low 
daily dosage methods. 

Dahl, in evaluating cases of pso- 
riasis treated with methotrexate in 
England, found that a higher propor- 
tion of those patients treated with 
frequent small dosage showed more 
severe liver damage after shorter pe- 
riods of treatment compared with the 
intermittent large dosage group. 
There was a statistically significant 
higher incidence of cirrhosis and he- 
patic fibrosis in patients treated with 
frequent small doses compared with 
those treated with intermittent large 
doses of methotrexate. 

The incidence of fibrosis or cirrhosis 
certainly can vary in different coun- 
tries and perhaps in different sections 
of one country. The purpose of the 
International Cooperative Study on 
Psoriasis-Liver Methotrexate Inter- 
actions was to attempt to pool data 
from other countries and various sec- 


tions of the United States. Many of 
the participants have published their 
data separately."*' The pooled data 
from the international study* showed 
a significant increase in nuclear vari- 
ability, necrosis, and fibrosis in liver 
biopsy specimens from the daily oral 
dosage schedule group when com- 
pared with the other three dosage 
schedule groups. These findings have 
been upheld by the Second Inter-. 
national Study Group, which has now 
reviewed almost 1,000 liver biopsy 
specimens (unpublished data). 

Why should there be the dis- 
crepancy between Dahl’s studies in 
England, the International Coopera- 
tive Group, and the University of 
California at San Francisco's experi- 
enees? Certainly there may be sec- 
tional variations in diet and alcohol 
consumption that may partially ex- 
plain the differences. Perhaps the 
lumping of all "daily oral dosage" 
schedules is not proper for the cooper- 
ative study, since there are differ- 
ences in administration as pointed 
out by Dr. Rees. 

The weight of evidence, however, 
would caution against the daily oral 
dosage until more prospective data 
are available comparing all dosage 
schedules. 

HENRY H. ROENIGK, JR., MD 
Cleveland 
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Facial Involvement With 
Hidradenitis Suppurativa 


To the Editor.—Hidradenitis sup- 
purativa is a chronic, progressive dis- 
ease with substantial morbidity that 
occurs chiefly in young adults and is 
topographically limited to the apo- 
crine gland-bearing areas of the 
body. The usual sites of involvement 
are the axillae, perineum, buttocks, 
breasts, and umbilicus. However, it 
occasionally occurs in areas where 
apocrine glands are considered ectop- 
ic, such as the face and the eyelids 
(Arch Ophthalmol 77:635, 1967). There 
have been few reports in the litera- 
ture concerning hidradenitis suppura- 
tiva in ectopic or unusual sites. In the 
following case, the patient had exten- 
sive hidradenitis suppurativa of the 
axillae, groin, and buttocks, as well as 
involvement of the right temporal 
and periorbital areas. 


Report of a Case 


A 57-year-old white man was institution- 
alized in a state mental hospital at the age 
of 22 with a diagnosis of chronic schizo- 
phrenia, simple type. He has remained in 
the institution for the past 35 years. He 
apparently first developed bilateral ax- 
illary hidradenitis suppurativa in his early 
30s. During the past 20 years, the disease 
progressed gradually to include the peri- 
neum, buttocks, and the area of the right 
temple. The disease has remained active on 
the buttocks and in the perineum for many 
years, but the process in the axillary areas 
has been inactive since surgical resection 
and grafting was performed 12 years ago. 
His physical health has been good other- 
wise. There has been no past history of se- 
vere facial acne vulgaris or dissecting cel- 
lulitis of the scalp. 


Extensive scarring of periorbital and 
temporal areas from inactive hidradenitis 
suppurativa. 
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The physical examination in August 
1973, showed that the patient was an obese 
elderly-appearing man with psychomotor 
retardation. The pertinent abnormalities 
found during the physical examination 
were limited to the skin. The grafted ax- 
illary areas were free of active hidrade- 
nitis suppurativa. The skin of the buttocks 
was scarred, and the borders were in- 
flamed with fluctuant, tender nodules and 
discharging sinuses. The right temporal 
and periorbital areas were not inflamed 
but were scarred, with fibrous bands bridg- 
ing old depressed areas of disease activity 
(Figure). The skin of the left temple area, 
umbilicus, and breasts was normal. The re- 
sults of routine blood studies were normal, 
including normal values for hematocrit 
and fasting serum glucose. A biopsy speci- 
men from the right temple area was exam- 
ined histopathologically and showed focal 
chronic inflammation and scarring of the 
dermis, with a sinus tract lined by squa- 
mous epithelium. 


Comment 


The apocrine sweat gland develops 
from a small downgrowth at the up- 
per end of the hair follicle during the 
fourth and fifth intrauterine month. 
At that time, all hair follicles on most 
of the skin surface have the potential 
to develop apocrine sweat glands, but 
only a small percentage of such hair 
follicles do so. The main apocrine- 
bearing areas in man are the axillae, 
perineum, buttocks, groin, and breast; 
there are also unpredictably and ir- 
regularly scattered glands on parts of 
the scalp, trunk, and face. The ceru- 
minous glands in the ear canal, the 
glands of Moll of the eyelid, and the 
mammary glands are considered to be 
modified apocrine glands. Apocrine 
glands on the face are smaller than 
those of the usual sites and are found 
especially on the malar region of the 
cheeks. In most instances, the apo- 
crine glands of the face are non- 
functional (Hurley HJ, Shelley WB: 
The Human Apocrine Sweat Gland in 
Health and Disease. Springfield, Ill, 
Charles C Thomas Publisher, 1960). 

Hidradenitis suppurativa occurs as 
a result of blockage of the apocrine 
sweat duct, with bacterial infection 
of the swollen gland (Arch Dermatol 
72:562, 1955). It may involve one or all 
of the usual main apocrine gland- 
bearing areas and begins insidiously, 
but only after puberty. The initial le- 
sion is an erythematous, tender nod- 
ule that discharges a purulent exu- 
date and usually resolves within two 


ary 


weeks, leaving a depressed scar. New 
lesions appear, and during the en- 
suing months to years, sinus tracts 
and thick fibrotic bands develop pro- 
ducing scarred and disfigured areas. 
The case reported here is unusual 

because of the unilateral involvement 
of the patient's face with hidradenitis 
suppurativa. In addition, he Has had 
extensive disease in the major apo- 
crine gland-bearing areas for more 
than 20 years. 

KENNETH E. GREER, MD 

Charlottesville, Va 


Pemphigus vs Acantholytic 
Herpetiform Dermatitis 


To the Editor.—The report by Drs. 
DeMento and Grover in the ARCHIVES 
(107:883, 1973) poses a number of 
challenging questions, many of which 
remain to be answered. At this point, 
it appears that the best interests of 
the field of dermatology would be 
served by reporting as accurately as 
possible the basic findings in this (and 
hopefully in other comparable cases). 

The patient of Drs. DeMento and 
Grover appears to have some signs of 
pemphigus and some of dermatitis 
herpetiformis. Several possible diag- 
noses of the condition exist. 

l. This disease may be dermatitis 
herpetiformis (DH) as indicated in 
the aforementioned report. If this is 
so, it should be possible to detect the 
junctional deposits of IgA typical of 
DH in the patient's skin, since such 
deposits have been found in virtually 
all eases that have been examined ad- 
equately. Examination of two biopsy 
specimens studied in this laboratory 
failed to reveal such deposits. This 
does not preclude the possibility that 
examination of other biopsy speci- 
mens may reveal the characteristic 
IgA deposits. However, unless such 
deposits can be demonstrated, the 
diagnosis of DH remains question- 
able. 

2. The condition could be a form of 
pemphigus that responds to dapsone. 
Therapeutic response to sulfones per 
se can hardly serve as a major diag- 
nostic criterion in differentiating 
vesiculobullous eruptions. As indi- 
cated by the authors, the results of 
serologic and immunopathologic ex- 
aminations favor a diagnosis of true 
pemphigus. 

3. Possibly the patient is suffering 
from a combination of both diseases. 
Perhaps the onset of DH serves as a 
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trigger for sefting off relapses of a 
latent pemphigus. If this were the 
ease, the same argument holds as un- 
der the first possible diagnosis, ie, the 
IgA deposits characteristic for DH 
should be present, possibly in combi- 
nation with intercellular IgG deposits 
in a situation comparable to the one 
found ,in Senear-Usher syndrome. 
(The latter appears to be a combina- 
tion of LE and pemphigus in which 
junctional as well as intercellular de- 
posits of IgG have been detected.) 
Thus, a herpetiform rash other than 
DH could be the trigger. Similar cases 
have been reported in which clinically 
atypical manifestations (eg, dyshy- 
drotic eczema of the feet) revealed in- 
tercellular IgG deposits upon immu- 
nofluorescent examination; also circu- 
lating antibodies to the intercellular 
area were detectable in this case. 
Later in the course of the disease, 
typical lesions of pemphigus vulgaris 
appeared.’ 

4. As Drs. DeMento and Grover 
point out, some of the clinical fea- 
tures differ from those of classic pem- 
phigus. While the original description 
of Hebra* of “pemphigus serpigino- 
sus" has not been documented, it 
might be that the case of DeMento 
and Grover could be classified as such. 
This would be in keeping with their 
findings of a "consistent intraepithe- 
lial acantholytie vesiculation” in re- 
peated examinations of their patient. 
If so, this would be the first well-docu- 
mented example of its kind. 

Several other observations of the 
authors raise doubt about the diag- 


nosis of DH and tend to favor as a 
diagnosis some form of pemphigus. 

5. DeMento and Grover report that 
four biopsy specimens of the small in- 
testine showed normal mucosal pat- 
terns. About 60% of the documented 
cases of DH^* have atrophy of the 
jejunal relief. 

6. The authors comment on the fact 
that pemphigus-like antibodies occur 
in postburn cases and in certain other 
conditions. Such pemphigus-like anti- 
bodies have been differentiated from 
true pemphigus antibodies by their 
failure to bind in vivo. Since binding 
of IgG to the intercellular areas did 
occur in their case, the observed circu- 
lating intercellular antibodies cannot 
be regarded as pemphigus-like anti- 
bodies. Further, pemphigus-like anti- 
bodies in postburn cases tend to be 
weakly positive, of low titers, and 
transient. Antibodies found in their 
case were strongly positive (up to 
2+), of high titer (up to 640), and ap- 
peared sporadically over a period of 
at least eight months. Interestingly, 
the time of appearance of these anti- 
bodies corresponds to clinical flare- 
ups of the disease, which is typical of 
pemphigus (Table). 

Stimulated by the remark on the 
role of blood group antibodies and 
their possible stimulation of pem- 
phigus antibodies, the following ab- 
sorption of the patient’s serum with 
AB blood group substance was per- 
formed. A serum with a known titer 
of 80 (anti-B) served as a control. 

The results of this titration rule out 
any simulation of pemphigus anti- 


Absorption with AB Blood Group and Control 


Normal Human Serum and Diluent 
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Unabsorbed 
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* With regard to the immunohistological evaluation of the various anatomical structures 
of monkey esophagus, see Andersen and Hale.5 IC, intercellular staining; BV, blood vessel 
staining; both of these reaction patterns of anti-A and/or anti-B blood group antibodies; ND, 


not done. 


Monkey esophagus served as substrate; the conjugate employed had the following charac- 
teristics: fluorescein isothiocyanate, labeled goat antihuman IgG,F/P (molar), 4.08; protein, 
12.8 mg/ml; antibody protein, 3.2 mg/ml; final dilution to 364g antibody/ml. 

t Recorded as negative if titer was less than 10. 
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bodies by blood group antibodies in 
the case in questien. : 

The reexamination of the patient’s 
last serum sample disclosed not only 
antinuclear antibodies (titer = 320), 
which had also been found on previ- 
ous occasions, but also antibodies to 
skeletal muscle (titer 80). The latter 
finding in particular might have some 
bearing on the underlying pathogenic 
immune-phenomenon. A further ex-. 
amination of the patient by Drs. De- 
Mento and Grover is under way at 
this time. 

KARL HoLuUBAR, MD 
Ernst H. BEUTNER, PHD 
Buffalo 


This research was supported by Public Health 
Service grant AM 10537 and by Schering A.G. 
(Berlin). 
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Mellanby's “Scabies” 


To the Editor.—Of the monographs 
studied during my training, the brief- 
est, best written, and most excit- 
ing was Sir Kenneth Mellanby’s 
“Scabies.” First published in 1943 as 
part of the “Oxford War Manuals,” it 
has been long out of print and denied to 
all but the energetic bibliophile. Fortu- 
nately, a soft-covered, inexpensive 
second edition has been made avail- 
able by E. W. Classey, Ltd., 355 Han- 
worth Rd, Hampton, Middlesex, En- 
gland. 

In the present era of equipment- 
oriented research, the contemporary 
reader will find these broadly based, 
biologically oriented, observations re- 
freshing. Although two excellent 
monographs on scabies have subse- 
quently appeared, most of Melfanby’s 
observations are as pertinent to the 
dermatologist today as they were in 
1943. 

Howanp J. MaiBACH, MD 
San Francisco | 
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,Topical Steroid Antibiotic 
Combinations 


To the Editor.—It is amazing to me 
that two investigators can look for 
the answer to the same question and 
come up with two diametrically op- 
posed interpretations of the results. 
This is possible if the criteria of their 
investigations are different. I believe 
this is the case in comparing my pub- 
lished study on the effectiveness of 
topical steroid antibiotie combina- 
tions (South Med J 62:94, 1969) with a 
recent paper on the subject in the An- 
CHIVES (108:237, 1973) by Marples et al. 
. The experimental models of their 
study would seem more appropriate 
ina study of clinical impetigo and cu- 
taneous candidiasis than in a study of 
the treatment of dermatitis. 

This point is best illustrated by the 
studies with nystatin. We all know 
nystatin suppresses the growth of 
Candida albicans. No one doubts that 
if Candida inoculation is added to a 
culture media (in this ease a serous 
exudate from stripped skin) and a 
nystatin solution (in cream) is imme- 
diately applied before occlusion, the 
growth of the organism may well be 
suppressed sufficiently to prevent in- 
fection. However, does this translate 
into an endorsement for the routine 
use of nystatin in topically applied 
steroid creams in treating patients 
with dermatitis? After all, how often 
is Candida present in the culturable 
flora of dermatitis whether the der- 
matitis is impetiginized or not? If 
present in the flora, does it contribute 
to the severity of the clinical patho- 
logic findings? Is its elimination a key 
to the successful treatment of the pa- 
tient? 

The same objections can be raised 
about the studies in which neomycin 
was used. At least here, the bacteria 
(Staphylococcus aureus) were given a 
six-hour head start in their attempt 
to colonize the area before being 
smothered with neomycin. Hardly 
sporting, I would say. I think the 
study supports the view that neo- 
mycin is an effective antibiotie, which 
few of us doubted, but it does not 
show that "omission of any one com- 
ponent decreases the effectiveness of 
the mixture" in the treatment of der- 
matitis as the authors imply. 

In doing a study on this subject 
several years ago, it took 12 months 
to find 45 patients who had what I 
thought were good examples of clini- 
cally impetiginized dermatoses for in- 
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clusion in the study. I still over- 
diagnosed impetiginization 25% of 
the time, and no pathogen was cul- 
tured. Because 75% (34) of these 45 
patients showed pathogens when 
their dermatoses were cultured, 
would it be prudent to routinely use 
topically applied steroids with anti- 
bioties to treat the hundreds of pa- 
tients with what appeared to be 
straightforward dermatitis? 

If some doubt exists in the minds of 
a clinician as to whether a dermatitis 
is impetiginized, a steroid antibiotic 
preparation is a logical therapeutic 
choice, and it should be his clinical 
prerogative to use it. I cannot believe 
that today's practicing clinicians are 
so insecure in differentiating infected 
from noninfected dermatitis as to 
have 48% of the topical steroid prepa- 
rations sold to contain antibioties. 

I must disagree with the authors' 
conclusions and conclude that the 
combination creams enjoy consumer 
demand solely to relieve the anxiety 
of the prescriber. 


KENNETH M. Lrovp, MD 
Youngstown, Ohio 


Further Comment on 
Combinations 


To the Editor.—There are serious 
questions that should be raised re- 
garding the article by Marples et al in 
the ARCHIVES. The data presented in 
Tables 1 and 2 show two important 
facts: (1) that steroids alone had a 
beneficial "clinical" effect on infected 
skin lesions and (2) that the combina- 
tion of steroids and antibioties had no 
more beneficial effect than the anti- 
bioties alone. However, it is stated in 
the article that "the severity of the 
reactions on sites where Staph aureus 
survived was clearly lessened by the 
steroid. The combination therefore 
was best." There are no data to sup- 
port this statement. Rather, it is clear 
from the tables that there was no dif- 
ference in any of the factors mea- 
sured when steroids were added to 
the antibiotic combinations. (Note the 
reference to the brackets indicating 
no significant difference—- What sta- 
tistics?) 

Most distressing in this article 
were the extrapolations of these re- 
sults to clinical situations. The first 
extrapolation is that antibiotics can 
be justified in combinations, since we 
dermatologists and _ generalists 
“often” undiagnose or misdiagnose 


* a 
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£ ; 
skin diseases and since we do not 
have routine methods for quantita- 
tive bacterial cultures of the skin. 
This unsupported, editorial statement 
is unrelated to the data presented. 
This attitude encourages the use of 


shotgun combinations of topical 
agents rather than the use of im- 
proved diagnostic techniques and spe- 
cific therapy. It also indicates a strik- 
ing lack of confidence in practitioners 
of our specialty. 

The authors recommend that we 
“seek security in broad coverage” and 
that we start treatment with combi- 
nations for five days, then switch to a 
steroid. I ask "treat what?”—“all der- 
matoses?” Again, this recommenda- 
tion is not based on the data in this 
article. "Comment" and "Discussion" 
sections should be directed toward in- 
terpreting the data of the article and 
should not be a platform to set forth 
editorial points of view. 

Finally, Mycolog was chosen as the 
combination agent in this article be- 
cause of its wide use and broad cov- 
erage. Mycolog is a well-known sensi- 
tizer containing at least six different 
chemical sensitizers, as published in 
the ARCHIVES (105:896, 1972). It is 
bothersome enough to have Squibb 
promoting such shotgun products 
without members of our own spe- 
cialty supporting that approach with 
irrelevant data. 

In summary, these authors advo- 
cate substituting hazardous combina- 
tions of topical agents for accurate 
diagnoses in an article that has no 
data to support this view. What a pity 
that these authors do not use their 
techniques, their clinieal research op- 
portunities, their data, and their jour- 
nal space to improve our diagnostic 
ability, such as developing a practical 
way to obtain routine quantitative 
bacterial skin cultures. The goal in 
any specialty should be specific ther- 
apies for specifie diagnoses. Removal 
of hazardous combinations of drugs 
from the market should be encour- 
aged. 

WiLLIAM W. STOCKER, MD 
Hanover, NH 


Reply to Drs. Lloyd and Stocker 


To the Editor.—The issues raised by 
Drs. Lloyd and Stocker extend well 
beyond the technical details we pre- 
sent in our paper. Lloyd and Stocker 
have indeed brought to the fore the 
questions of greatest concern. Our 
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data merely shów that each ingredi- 
ent of Mycolog Cream has an as- 
certainable activity when evaluated 
in a model system. The weaknesses of 
these particular models are clearly 
perceived by Lloyd; they certainly do 
not resemble dermatoses colonized by 
pathogens. We were measuring 
prophylactic antimicrobial activity in 
an artificial system. 

But now let’s get down to the nitty- 
gritty and examine possible motives 
for such sharp criticisms. The matter 
cannot be settled on scientific 
grounds. None of us have hard facts 
and that kind of information will not 
be forthcoming for a long time. The 
argument really reduces to attitudi- 
nal positions and to biases. While the 
latter are denounced in public places, 
especially by the high priests of sci- 
ence, they make up a private kind of 
wisdom that goes beyond existing 
knowledge. Further, biases stir ex- 
perimenters into action and create 
useful debates. 

To put it explicitly, Lloyd and 
Stocker take it as an article of faith 
that combinations are bad; that pre- 
scribing combinations encourages 
sloppiness in diagnosis and leads 
practitioners from the path of righ- 
teousness. The anti-combination doc- 
trine is the official religion at the mo- 
ment; it faces the same problem as all 
state religions: there are more sin- 
ners than followers. Despite frenzied 
exhortations from professors, practi- 
tioners seem to insist on pursuing evil 
Ways. 

I suppose we take the atheistic 
view in holding that some combina- 
tions are meritorious. Each case will 
have to be decided on its own merits. 
In regard to steroid-antibiotic combi- 
nations, the uninspiring data pre- 
sented in our paper would certainly 
not corrupt the minds of true believ- 
ers. Our endorsement depends on 
supplementary evidences, none of 
which have much power to alter 
deeply held convictions. The sum of 
our arguments seems persuasive to 
us, though it falls far short of being 


Arch Dermatol/Vol 109, March 1974 


convincing. To obtain rigorous proof 
under the present rules is economi- 
cally and technically unfeasible if not 
actually impossible. 

Our "belief" in steroid-antibiotic 
combinations rests on the following 
factors. First, many dermatoses are 
heavily colonized by Staphylococcus 
aureus; in atopic dermatitis the den- 
sity commonly exceeds 1 million/sq 
em, and it may be 20 times that. 

Second, these lesions often repre- 
sent genuine secondary infections, 
but the classic signs (suppuration, 
tenderness, heat) are generally ab- 
sent. There are no reliable clinical 
clues to determine whether infection 
exists or not. The examiner is in the 
dark. 

Third, eradicating the pathogen 
often accelerates the therapeutic re- 
sponse to steroids. This is sometimes 
difficult to ascertain, but the response 
is occasionally striking. 

Fourth, patients with heavily colo- 
nized lesions are a public health men- 
ace. They shed showers of S aureus 
into the environment. The fact that 
epidemics do not spring up around 
each patient is no reason to ignore 
the danger. Only a small number of 
contactants face any risk, but for 
these, the consequences may be seri- 
ous and even fatal. This holds for 
many infectious diseases. 

We also wish to reply to some sore 
points raised by our antagonists. 
Lloyd argues that he was unable to 
isolate a pathogen in 25% of derma- 
toses that he thought to be infected. 
A common unsuspected cause for such 
a result is the use of antibacterial 
soaps. If 25% have no pathogen, why, 
says Lloyd, should they be exposed to 
an antibiotic? Why, because 75% of 
them do. That’s an overwhelming ma- 
jority. 

Lloyd states that combinations en- 
joy favor because they relieve the 
“anxiety” of the prescriber. Thank 
God, there are still anxious physicians 
who worry about the limitations of 
clinical examination. That is the cen- 
tral point of our argument. The phy- 


sician ought to feel the insecurity 
that Lloyd denigrates. No one can de- 
termine which lesions bear pathogens 
nor whether these are numerous or 
sparse. 

Stocker’s arguments are more im- 
passioned as befits youths who enter 
religious wars. He sees combinations 
as hazardous. Stocker thunders that 
Mycolog contains, believe it or not, 
six sensitizers. Presumably, physi- 
cians who willfully use such a “cock- 
tail” of allergens are  calloused 
sinners with a vested interest in per- 
petuating and aggravating skin dis- 
eases. Dermatologists are, in fact, a 
pretty steady and sober lot. Although 
they know that every chemical is po- 
tentially a sensitizer, I doubt that: 
they would state that a cosmetic with 
ten ingredients contained ten sensi- 
tizers. 

Indeed, veteran dermatologists are 
so wise and courageous that they per- 
sist in using the most colossal combi- 
nation of all time—coal tar. This sub- 
stance is a real mind-blower: it has 
approximately 12,500 ingredients, an 
incalculable number of allergens, is 
potently carcinogenic in rats, and is 
markedly phototoxic. In any case, 
manufacturers have more sobriety 
than Stocker. If Mycolog commonly 
sensitized, it would soon be driven 
from the market place. 

I heartily agree with Stocker’s 
statement that the goal in any spe- 
cialty should be specific therapies for 
specific diagnoses. Unfortunately, in . 
the real world there are not many 
specifie therapies, and diagnosis is 
often beset with uncertainties and 
ambiguities. 

I see very little hazard in steroid- 
antibiotic combinations in relation to 
the possible gains, even when the 
benefits accrue only to a small per- 
centage of users. I like combinations 
for the same reason I like accident in- 
surance. The odds are I won't need 
it-but I value the protection. 


ALBERT M. KriGMAN, MD, PhD 
Philadelphia 
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How can you help solve 
the health problems of petis like these? 


Heres where to start: 


National Conference on Health Care 
of the Poor: 
Key Problems and Legislative Issues 


The Shoreham Americana Hotel, 
Washington, D. C. 
March 22-23, 1974 
Sponsored by AMA Committee on 
Health Care oí the Poor 


What are the poor's major health 
problems? What programs and leg- 
islaion can be developed to allevi- 
ate them? That's the focus of this 
Conference. 

You'll hear Congressmen and ex- 
perts in health and medicine discuss 





such topics as: Quality Health Care 
for the Poor--Organization, Financ- 
ing, Delivery and Evaluation; Com- 
munity Health Education; and Health 
Manpower. 

Also featured are presentations 
which examine the health problems 
of migrants, Indians and the Appa- 
lachian and inner-city poor. 

Plan now to attend. For more in- 
formation, write: Gary Schwartz, Com- 
mittee on Health Care of the Poor, 
at the address below. 


American Medical Association 
535 N. Dearborn St. 
Chicago, Ill. 60610. 





Valiscne 
Lotion on O1% 


CLINICAL CONSIDERATIONS — INDICATIONS: 
VALISONE Lotion is indicated only in the topical 
management of seborrheic dermatitis of the scalp. 
Double-blind studies have shown that seborrheic 
dermatitis of the scalp responded to VALISONE 
Lotion significantly better than to the vehicle, 
which also produced a relatively high order of 
therapeutic response. CONTRAINDICATIONS: 
VALISONE Lotion is contraindicated in viral 
diseases of the skin, such as vaccinia and varicella. 
Hypersensitivity to any of its components is a 
contraindication to the use of this preparation. 
PRECAUTIONS: If irritation or sensitization 
develops with the use of VALISONE Lotion, 
treatment should be discontinued and appropriate 
therapy instituted. If extensive areas of the body 
are treated with topical corticosteroids, 
particularly under occlusion, sufficient systemic 
absorption to produce adrenal suppression and 
systemic corticosteroid effects may occur. These 
effects of absorption of steroids are usually 
reversible. Ulceration has been reported in a few 
cases with use of topical corticosteroids in skin 
conditions which involve impaired circulation 
(i.e., stasis dermatitis). Prolonged application of 
corticosteroid-containing products under 
occlusion may result in striae or atrophy of the 
skin or subcutaneous tissue. Usage in Women of 
Childbearing Age: The use of any drug during 
pregnancy and the lactation period or in women 
of childbearing age requires that the potential 
benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an 
adverse effect on the fetus, but the safety of their 
use in pregnant patients has not been definitely 
established. They should not be used extensively 
or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment 
warrants the risk. VALISONE Lotion is not for 
ophthalmic use. ADVERSE REACTIONS: The 
following local adverse reactions have been 
reported with topical corticosteroids: burning, 
itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and 
hypopigmentation. The following may occur 
more frequently with occlusive dressings than 
without such therapy: maceration of the skin, 
secondary infection, skin atrophy, striae, and 
miliaria. DOSAGE AND ADMINISTRATION: Apply 
a few drops of VALISONE Lotion to the affected 
area and massage lightly until it disappears. Apply 
twice daily, in the morning and at night. Dosage 
may be increased in stubborn cases. Following 
improvement apply once daily. For the most 
effective and economical use, apply nozzle to 
affected area and gently squeeze bottle. For more 
Schering literature available from your Schering 
Representative or Medical Services Department 
Schering Corporation, Kenilworth, New Jersey 
07033. SLR-142 
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Cosmetically acceptable 
because of nongreasy base 
Applied just twice a day... 

rapidly and economically 

controls itching, 

flaking of seborrheic dermatitis. 
Cools the scalp, 

contains no parabens, 

flows easily 

because of low viscosity. 


New 
For Seborrheic Dermatitis 


Valisone Lotion 


betamethascne valerate,NF 





Introducing 
Fostex Liquid... 
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LATHERING MEDICATED 
KIN CLEANSER AND SHAMPO) 


Supplied: 5 fl. oz. plastic bottles. 
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Now, flexible" Fostex Liquid 


for your acne regimen 


Fostex Liquid is a lathering acne wash for acne, oily skin, 
and dandruff. It degreases, dries and peels. Fostex Liquid 
is easily integrated with virtually all topical or systemic 
acne therapy in grades I, II, and III. Convenient and 
economical, New Fostex Liquid is also an effective anti- 
seborrheic shampoo for oily scalps associated with acne. 


In addition to Fostex Liquid, Fostex is available in Cake 
and Cream forms. 


Contains: SEBULYTIC® brand of soapless cleansers and wetting agents; micropulverized sulfur 2%; salicylic acid 2%. 


Fostex 


CREAM: CAKE -LIQUID 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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society Transactions 


The Society Proceedings are edited by Dr. Morris Waisman, 806 First Federal Bldg, 220 Madison 






St, Tampa, FL 33602. Transactions and photographs should be sent, in duplicate, directly to him. 


SAN FRANCISCO 
DERMATOLOGICAL SOCIETY 


March 31, 1973 


Faye D. Arundell, MD, Recorder 


Unilateral Systematized Hypochromic 
Nevus. Presented by Davip L. Cram, 
MD, Kimre Fukuyama, MD. 


A 3-year-old boy of Salvadorian parents 
had hypopigmented areas that were pres- 
ent on the right side of his trunk at 
birth. A band of hypopigmented whorls 
was prominent on the anterior trunk. Sim- 
ilar discontinuous streaks of hypopigmen- 
tation were present on the upper portion of 
the right arm and the right thigh and leg. 
The overall pattern resembles a negative 
picture of the pigmentation seen in in- 
continentia pigmenti (Bloch-Sulzberger 
disease). 

The boy’s maternal grandfather had a 
similar lesion on the right side of his abdo- 
men, and his mother had similar but less 
extensive hypopigmentation of her right 
leg. The mother’s lesion has repigmented 
substantially. 

In March 1972, the patient was admitted 
to hospital for diagnosis of focal seizures 
of six months’ duration. The results of 
physical examination showed no abnormal- 
ity, except for the cutaneous changes. Lab- 
oratory studies, including a bone survey, 
gave normal results. Electroencephalo- 
grams suggested the presence of a focal le- 
sion in the right hemisphere, but bilateral 
carotid and vertebral angiograms were 
normal. Treatment with low doses of 
phenobarbital has completely controlled 
his seizures. 


Discussion 


Dr. Cram: This patient has the charac- 
teristic family history demonstrating the 
autosomal dominant inheritance of unilat- 
eral systematized hypochromic nevus (Der- 
matologica 134:19, 1967; Arch Dermatol 
106:884, 1972). The skin biopsy specimen 
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showed irregular, slight vacuolization of 
epidermal cells. Dopa stains were positive. 

Dr. Fukuyama: Electron microscopic ex- 
amination of the hypopigmented areas 
showed the presence of both Langerhan 
cells and melanocytes. The melanocytes 
contained premelanosomes. The melano- 
somes present in the keratinocytes of the 
hypopigmented area were large, few in 
number, and packaged individually. They 
differed from the keratinocytes of a nor- 
mally pigmented area, in which the cells 
contain many small melanosomes that are 
packaged in groups. 

Dr. WILLIAM L. Epstein: The electron 
microscopic findings seem to indicate that 
there is a genetic mosaicism of melanocyte 
function. 


Bloom Syndrome. Presented by MARCUS 
A. CONANT, MD, WILLIAM Crain, MD (by 
invitation). 


The patient was a full-term baby, witha 
low birth weight. At 3 years of age, he de- 
veloped scattered erythematous and scaly 
telangiectatic patches on the butterfly area 
of his face and on his arms and thighs. The 
lesions were aggravated by exposure to 
sunlight. 

His bone age is normal. Psychological 
testing revealed that he had slow develop- 
ment but no mental retardation. Chromo- 
some studies showed that there was in- 
creased chromosome breakage. Direct 
immunofluorescence studies of the in- 
volved skin showed IgG and IgM deposited 
in subepidermal clumps. Direct immuno- 
fluorescence testing of uninvolved skin 
produced a negative response. 


Discussion 


Dr. Marcus A. CONANT: this patient 
demonstrates the three cardinal features 
of the Bloom syndrome: growth retarda- 
tion, telangiectatic erythema, and sun-sen- 
sitivity. He also has an increased number 
of chromosome breaks, which is frequently 
found in this condition. To our knowledge, 


the finding of deposits of IgG and IgM in 
subepidermal clumps has not been re- 
ported in Bloom syndrome. 

The prognosis in this case is that the pa- 
tient will remain short in stature but will 
have normal mental development. He will 
have to be monitored carefully for the de- 
velopment of acute leukemia; there is an 
increased incidence of leukemia when pa- 
tients with this syndrome become young 
adults.'? 

Dr. EPSTEIN: Bloom syndrome; or con- 
genital telangiectatic erythema, and 
stunted growth is a rare genodermatosis of 
apparently recessive inheritance. Although 
growth is stunted in this disease, dwarfism 
is not necessarily the rule. Photosensitivity 
and telangiectatic erythema of sun-ex- 
posed areas are present in this child. Chro- 
mosomal breakage, as noted in this case, 
may indicate a poor prognosis because the 
relationship of these changes to the devel- 
opment of leukemia has been suggested. 

The mechanism of the photosensitivity 
in Bloom syndrome is not clear; the action 
spectrum appears to be in the sunburn 
range (290 to 320 nm). Reduced and normal 
minimum erythema dose values have been 
noted, and reproduction of the skin lesions 
with sunburn energy has been reported.*^ 
However, in most patients, the effect of 
sunlight appears to be to exacerbate pre- 
existing problems. The condition of this 
patient’s skin can be substantially im- 
proved by avoiding exposure to sunlight. 
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Oct 24, 1972 
Jack E. McCleary, MD, Recorder 


Basal Cell Nevus Syndrome. Presented by 
CHESTER M. SIDELL, MD, NORMAN C. 
STIRLING, MD. 


A 20-year-old white man developed a | 


small growth on his right lower eyelid in 
November 1969. The lesion was removed 
by an ophthalmologist who stated it was a 
skin cancer. The patient's health has been 
generally good. He has had three cysts re- 
moved near his wisdom teeth. His father 
has had two basal cell epitheliomas 
removed. 

The patient has numerous papillary le- 
sions, typical of basal cell epitheliomas, on 
the neck, chest, and face. A gastrointesti- 
nal series and chest, skull, and mandibular 
x-ray films showed no abnormalities. 


Cylindroma. Presented by JoHN B. WATSON, 
MD. 


A 38-year-old white secretary has for 20 
years continued to develop myriads of 
asymptomatic, flesh-colored tumors on her 
face and scalp. Biopsy of a lesion on her 
left temple was performed ten years ago 
and the lesion was reported to be "not ma- 
lignant." A brother has similar tumors; a 
18-year-old son has none. 


Discussion 


Dr. WILLIAM B. REED: The woman pre- 
sented by Dr. Watson has trichoepi- 
thelioma, histopathologically and clinically. 
She is said to have had a basal cell carci- 
noma. Ziprowski reported carcinoma in 
trichoepithelioma, and one can also get 
carcinoma with cylindromas. These ham- 
artomas aren’t always benign, contrary to 
what the books say. The patient has lived 
five years in California. She has multiple 
basal cell carcinomas on her back, which 
should be biopsied. I don’t think they are 
trichoepitheliomas. She may have basal cell 
carcinomas that are not at all associated 
with the trichoepithelioma, but which are 
due to chronic sun exposure. Also, the 
patient’s brother has had a similar condi- 
tion. Turban tumors are cylindromas on the 
scalp, and they are not found around the 
nose and behind the ears; this is the distribu- 
tion for trichoepithelioma (Brooke tumor 
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or epithelioma adenoides cysticum), which 
is an autosomal dominant disorder. 

Dr. Sidell’s patient has frontal bossing 
and a pigeon chest. He is not like the other 
members of his family. He has none of the 
skeletal abnormalities reported for nevoid 
basal cell carcinoma syndrome and, for 
some undeterminable reason, his right eye 
has been blind since birth. Years ago, I em- 
phasized medulloblastoma before Gorlin 
found that it was associated with this con- 
dition. There are other tumors of the brain, 
too. I have a patient with nevoid basal cell 
syndrome who has ovarian fibromas. (A 
patient does not have to have a lot of basal 
cell carcinomas of the skin for this diag- 
nosis.) This patient had only three. She had 
cysts in the jaw, skeletal changes, ovarian 
fibromas, and an undeveloped uterus at 17. 
Despite some overlap, there are three dis- 
tinct cutaneous genetic disorders, all 
autosomal dominant. They are syringomas, 
cylindromas, and trichoepitheliomas. 

Dr. Louis H. WINER: This is, in part, a 
cylindroma because there are cysts in the 
lesion, which are quite different from the 
cysts in trichoepithelioma. Trichoepithe- 
lioma is a hair follicle tumor; but in this 
case, apparently, the lesion is, in part, of 
sweat gland origin, with hyalinization 
rather than keratin formation. It corre- 
sponds to a lesion in a case that was pre- 
sented at the Pacific Dermatological Asso- 
ciation by Dr. Reed, who called it a mixed 
hamartoma. 

Dr. MEYER BERKE: Clinically, this is a 
trichoepithelioma, and histologically, fea- 
tures of cylindroma are not unusual. Com- 
binations of some of these hamartomas 
ean occur; but clinically, this is still tri- 
choepithelioma as can be judged from the 
location and appearance of the lesions and 
the history of the disease. 

Dr. LEO INDIANER: The major histologic 
work that delineated nevoid basal cell car- 
cinomas was by Mason, Helwig and Graham 
in 1965 (Arch Pathol 79:401, 1965). Tri- 
choepithelioma is characterized by the pro- 
duction of immature hair structures, in 
which there is a retiform proliferation of 
basiloid cells, with areas of hyalinization 
that correspond to membrane around the 
hair structure; areas of cyst formation; 
and sulfated mucopolysaccharide, which is 
intimately associated with hair follicle 
production. 

In contrast, cylindroma has collections 
of cells that have a cylinder-like configura- 
tion and a thick membrane around them, 
but without the sulfated mucopolysaccha- 
rides. The sulfated mucopolysaccharide 
that is associated with hair production is 
around the bulb of the hair, is active in the 


growing phases of hair, and is found in 
hair follicle tumors. ' 

An aldehyde fuchsin stain, with a pH be- 
low 1, will demonstrate that this lesion is 
indeed a trichoepithelioma and not a cylin- 
droma. The lesion fulfills the other criteria 
of trichoepithelioma in the retiform prolif- 
eration, which is pronounced throughout. A 
trichoepithelioma can resemble a basal cell 
carcinoma. Some sections will look like ba- 
sal cell careinoma and some sections will 
look like trichoepithelioma. Lever says that 
if the predominant features are those of 
basal cell eareinoma, then call it a basal cell 
carcinoma. 

The nevoid basal cell carcinoma, in con- 
trast to the trichoepithelioma, looks like 
"ordinary" basal cell carcinoma. A nevoid 
basal cell carcinoma does not differ in any 
way from an ordinary basal cell carcinoma, 
except for the rare occurrence of bone for- 
mation within the former, which may go 
along with the pseudohypoparathyroidism 
that sometimes occurs. At the Armed 
Forces Institute of Pathology, Helwig 
found bone within a lesion of basal cell car- 
cinoma only when associated with nevoid 
basal cell carcinoma (Arch Pathol 19:401, 
1965). 

Calcification can be found in cylin- 
dromas, trichoepitheliomas, basal cell car- 
cinomas, scars, ete. Calcification is not a 
criterion of differentiation, but bone for- 
mation is. The proper name is nevoid basal 
cell careinomas because these lesions are 
basal cell carcinomas in every sense of the 
word. Metastases have been reported in 
England from nevoid basal cell carcinoma 
that had not been treated with x-ray. 

Dr. SIDELL: The basal cell nevus syn- 
drome should be classed as a hamartoma; 
it involves both ectodermal and mesoder- 
mal dysplasias and is progressive during 
the lifetime of the individual. Since Nom- 
land's first description of the condition in 
1932, other observers have added facets to 
our knowledge of the basal cell nevus syn- 
drome. In addition to the pigmented basal 
cell tumors, which tend to develop into ac- 
tive carcinomas after puberty, numerous 
congenital abnormalities and anomalies 
have been described, such as lipomas; fi- 
bromas; agenesis of the corpus callosum; 
jaw cysts; bifid ribs; ocular disturbances, 
such as the blindness (which occurs in our 
patient here); erythematous pitted lesions 
of the skin, primarily on the palms; and a 
variety of skeletal and neurologic defects. 
Maddox described focal calcification in 24% 
of the lesions, but this finding, like the 
other findings in the syndrome, vary and 
should not be considered a requirement for 
diagnosis. 
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“Tt seems clear...that there -` 
is no difference in treatment 


time or degree of efficacy 
for either the 1% or the 5% 


fluorouracil cream? 


Actinic keratosis exhibits an equivalent clinical response 
to 1% Fluoroplex" (fluorouracil) Cream and the commer- 
cially available 5% fluorouracil cream as demonstrated 
in a recent double blind, bilaterally paired clinical investi- 
gation conducted on 16 patients!) 

Patients treated on alternate sides of the face with 
1% fluorouracil (Fluoroplex) Cream and the 5% cream 
showed no significant differences in treatment time 
required, reaction produced or therapeutic result. 





Study. Sixteen patients with a diagnosis of actinic keratosis were selected from a 
clinical practice. The medications (1% Fluoroplex Cream and the 5% fluorouracil 
cream) were supplied in blind labeled 30 gm. tubes. Patients were given application 
instructions and asked to return at 7 day intervals. Treatment was stopped on both 
sides when, in the judgment of the investigator, the keratoses had been destroyed. 


Conclusion. The results of this study in the words of the investigator, *..clearly illus- 
trate the equivalent effect produced by 1% 5-fluorouracil and the 5% 5-fluorouracil- 
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m 5% Fluorouracil is 4% wasted. 





1% Fluoroplex* Cream. Note the homogeneity of the cream and lack of Commercial 5% fluorouracil cream. Note the relative non-homogeneity and 
crystalline fragments. (Photomicrograph taken at 135x magnification.) the presence of many insoluble crystalline fragments. (Photomicrograph taken 


at 135x magnification.) 


Fluoroplex...1% Fluorouracil Plus a Superior Base Formulation. The apparent 
clinical equivalence of Fluoroplex Cream and the commercially available 5% fluor- 
ouracil cream tested may be due to the unique Fluoroplex base formulation. 
Fluoroplex Cream is a completely homogeneous emulsion containing 1% fluorouracil 
solubilized prior to compounding. 

Recent investigations with other drug entities point clearly to the importance 
of base formulation *...only the solubilized drug molecules can diffuse within the 
vehicle and contribute significantly to the release rate. In terms of efficacy then, 
there is a distinct advantage in completely solubilizing the drug. ^ 

The photomicrographs above visually demonstrate the difference. 
And Fluoroplex Costs Your Patients Less. In fact Fluoroplex offers the lowest 
cost per gram of all prepared topical fluorouracil products.) 
When prescribing potent antimetab- rt 
olite therapy for actinic keratosis, : H 
shouldn't you choose Fluoroplex, M te 
the lowest effective concentration ? 


H 


1. W.L. Simmonds, M.D., Ph.D., Cutis 12(4):615-617 Oct., 1973 2. James Ostrenga, Ph.D., et al., J. Invest. Dermatol, 56:395 May, 1971 3. Cost data taken from Drug Topics Red Book, 1973 





G. S. Herbert Laboratories 


Division of Allergan Pharmaceuticals, Irvine, California 92664 Please see the following page for full prescribing information. 
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5% Fluorouracil 
| is 4% wasted. 





Description Fluoroplex" (fluorouracil 1% Topical Cream is a stable, standardized 
cream formulation of fluorouracil in an emulsion base with the following formula: 
fluorouracil . . MAU AU ES Ra vw EL dels cigs Ss ee Ka he 1.0% 
' with: ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydrox- 
ide, purified water. 

Fluoroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution 
of fluorouracil in a clear propylene glycol base with the following formula: 
fluorouracil... Ae 2: eta NOD Ses HE em de aane eR ala 1.0% 
with: propylene glycol, sodium hydroxide-hydrochloric acid to adjust pH 9, 
purified water. 

Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose 
metabolism it competes. It is a white crystalline substance with a melting point 
of 283 +2°C., an empirical formula of CjH;FN,O, and a molecular weight of 
130.08. It has a characteristic ultraviolet absorption maximum at 266 £1 milli- 
microns in 0.1N HCl. 


Actions There is evidence that fluorouracil (or its biological metabolites) blocks 
the methylation reaction of deoxyuridylic acid to thymidylic acid. In this fashion 
fluorouracil interferes with the synthesis of deoxyribonucleic acid (DNA) and 
to a lesser extent inhibits the formation of ribonucleic acid (RNA ). 


Indications Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex 
(fluorouracil 1% Topical Cream are indicated for the topical treatment of multiple 
actinic (solar) keratoses. 


Contraindications Should not be used in patients with known hypersensitivity 
to any of the components of the drug. 


Warnings 1) If an occlusive dressing is used there may be an increase in the 
incidence of inflammatory reactions to the adjacent normal skin. 2) The patient 
should avoid prolonged exposure to sunlight or other forms of ultraviolet irra- 
diation during treatment with Fluoroplex as the intensity of the reaction may 
be increased. 

Use in Pregnancy: Safety for use in pregnancy has not been established. 


Precautions The medication should be applied with care near the eyes, nose 
and mouth. Excessive reaction in these areas may occur due to irritation from 
accumulation of drug. To rule out the presence of a frank neoplasm, a biopsy 
should be made of those areas failing to respond to treatment or recurring after 
treatment. 


: Adverse Reactions Pain, pruritus, burning, irritation, inflammation and 
dermatitis have been reported. Occasionally, hyperpigmentation and scarring 
have also been reported. 


Dosage and Administration The patient should be instructed to apply 
sufficient medication to cover the entire face or other affected areas. 

Apply medication twice daily with non-metallic applicator or fingertips and 
wash hands afterwards. A treatment period of 2-6 weeks is usually required. 

Increasing frequency of application and a longer period of administration with 
Fluoroplex may be required on areas other than the head and neck. 

When Fluoroplex is applied to keratotic skin a response occurs with the 
following sequence: erythema, usually followed by scaling, tenderness, erosion, 
ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches 
the erosion, necrosis and ulceration stage, the use of the drug should be termi- 
nated. Responses may sometimes occur in areas which appear clinically normal. 
These may be sites of subclinical actinic (solar) keratoses which the medication 
is affecting. 


How Supplied Fluoroplex (fluorouracil) 1% Topical Solution is available in 
30cc plastic dropper bottle. On prescription only. 

Fluoroplex (fluorouracil) 1% Topical Cream is available in 30 gm. tube. 
On prescription only. 


G. S. Herbert Laboratories 


Division of Allergan Pharmaceuticals, Irvine, California 92664 








CGAL 
A NEW PRESCRIPTION 
TO ASSURE YOUR 
TRAVELING PATIENTS 
A BON VOYAGE. 


Physician’s Guide to Medical Advice 
for Overseas Travelers 


Jet lag fatigue, Montezuma’s Re- 
venge, airport coronaries--they’ve 
become all too common words in 
the medical vocabulary as increas- 
ingly larger numbers of people avail 
themselves of the speed and ease of 
jet travel for overseas vacation and 
business trips. And, in the process, 
they expose themselves to health 
risks rarely encountered at home. 


Physician’s Guide to Medical Ad- 
vice for Overseas Travelers was 
developed by the AMA to help prac- 
ticing physicians render preventive 
medical services to traveling pa- 
tients. 

It provides a wealth of informa- 
tion, such as how to protect patients 
against tropical diseases, time zone 
changes, parasites, tuberculosis 
and complications of existing handi- 
caps. What to advise about diets and 
personal hygiene in the tropics, 
overseas medical care, immuniza- 
tions. 

Order your copy today. The price 
is only 60€. Write: ORDER DEPT., 
at the address below, and specify 
pamphlet OP-411. Enclose check. 


American Medical Association 
535 N. Dearborn St. 
Chicago, Ill. 60610 








Introducing 
anew dimension 
in acne therapy 
from Westwood. 


DesquamX.. 


596 or 10% Benzoyl Peroxide 
696 Polyoxyethylene Laury| Ether p" 


Desquam-X is a combination of Benzoyl Peroxide and Polyoxyethylene Lauryl Ether. Benzoyl 
Peroxide releases oxygen to help control anaerobic Corynebacterium acne population and re- 
duces irritating free fatty-acids. Polyoxyethylene Lauryl Ether, introduced by Westwood in 1960, 
enhances the therapeutic value of Desquam-X by providing desquamation and drying. 


Desquam-X has a unique gel base with a 5.5 pH for increased stability and to maintain effi- 
cacy. This gel base is non-perfumed with a "firm" consistency and is easily applied for patient 
acceptance. Desquam-X is available with either 5% or 10% Benzoyl Peroxide concentration 
for greater therapeutic flexibility. 


Compatible with most topical or systemic acne therapy. 


DesquamX? vist te seta Desquamx ne 


CONTENTS: Desquam-X™ 5 contains 59% Benzoyl Peroxide, 6 uals or under excessively dry atmospheric conditions it is suggested 
polyoxyethylene lauryl ether, 37% ethyl alcohol, carboxy vinyl co- that therapy be initiated with one application daily. The desired de- 
polymer, di-sodium edetate, di-isopropanolamine and water. gree of drying and peeling can be obtained by modification of the 


dosage schedule. 
Desquam-X™ 10 contains 10% Benzoyl Peroxide, 6% polyoxy- 


ethylene lauryl ether, 37% ethyl alcohol, carboxy vinyl copolymer, CONTRAINDICATIONS: Not to be used in patients known to be 
di-sodium edetate, di-isopropanolamine and water. sensitive to any ingredient of Desquam-X. 
INDICATION: A topical aid for the control of acne vulgaris. PRECAUTIONS: Avoid contact with eyes and mucous membranes. 


For external use only. Keep this and all medications out of the 


ACTION: Provides the desirable drying and desquamation needed in reach of children. 


the topical treatment of acne. Desquam-X has been demonstrated to NOTE: May bleach colored fabrics 
have anti-bacterial effects, especially against Corynebacterium acnes. 1 e aui ; 
HOW SUPPLIED: Plastic tubes 1.5 oz. (42.5 gm.). 
DIRECTIONS FOR USE: After washing as instructed, rub 
Desquam-X into affected areas twice daily. In fair-skinned individ- CAUTION: Federal law prohibits dispensing without prescription. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N. Y. 14213 
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Haut-und Geschlechtskrankheiten: Methodische 
Diagnose and Therapie fiir Studium und Praxis. 
By P Wodniansky. Price, $25.20. Pp 646, with 
395 black-and-white illustrations. Springer- 
Verlag, Mókerbastei 5, Vienna 1, 1973. 


In his book, Wodniansky describes 
the vast array of skin and ‘venereal 
diseases, with emphasis on those that 
occur frequently in Central Europe or 
that are of particular importance. 

The author introduces his work 
with five general chapters that de- 
scribe (1) the normal anatomy and 
the histologic and physiologic fea- 
tures of the skin and appendages, (2) 
primary and secondary lesions, (3) 
general pathologic features of the 
epidermis and corium, (4) special lab- 
oratory examinations, and (5) impor- 
tant procedures for treatment of skin 
and venereal diseases. 

The remainder of the book is struc- 
tured in chapters, each of which con- 
cerns an individual disease that is dis- 
cussed on the basis of the following 
features: frequency of occurrence 
(based on observations at the First 
Dermatology Clinic of the University 
of Vienna), summary of disease char- 
acteristics, description of skin mani- 
festations, additional symptoms, 
course and prognosis, histologic fea- 
tures, diagnosis and differential diag- 
nosis, causes and pathogenesis, and 
therapy. 

Although the author adequately de- 
scribes all skin and venereal diseases 
that are presented, he has omitted li- 
chen simplex chronicus and subcor- 
neal pustular dermatosis. 

The 395 good, clear black-and-white 
illustrations, most of which are from 
the collection of the First Dermatol- 
ogy Clinic of the University of 
Vienna, facilitate the understanding 
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of the text. Figures 14 and 27 (lichen 
planus), figures 210 to 212 (pityriasis 
rosea), and figures 353 and 354 (peri- 
oral dermatitis) are not satisfactory. 

There are a few criticisms I wish 
to point out: Concerning verrucae 
planae juveniles, the author first 
states that this viral infection is char- 
acterized by lesions of the face and 
hands in juveniles, whereas later he 
writes that they occur almost exclu- 
sively in children. In the chapter on 
striae distensae, he omits mentioning 
sudden weight gain and long-lasting 
oral and topical corticosteroid therapy 
as causes of the disease. The list of 
drugs that cause purpura is incom- 
plete. Although the author considers 
urticaria pigmentosa to be a mast cell 
reticulosis, he groups it as a special 
form of urticaria. The author states 
that dyshidrotic eczema almost al- 
ways starts on the feet; that histo- 
logic examination of chondroderma- 
titis nodularis chronica helicis does 
not show any cartilage changes; that 
nevoxanthoendothelioma manifests 
itself particularly on the scalp; and 
that Treponema pallidum can easily 
be found in all papular, pustular, and 
other lesions of secondary syphilis. On 
pages 402 and 407, the author men- 
tions that in bullous pemphigoid the 
oral mucosa is affected in one third of 
the patients, whereas on page 554 he 
writes that its occurrence on the oral 
mucosa is very rare. 

The therapeutic measures could 
have been described in greater detail 
for the purpose of providing the 
reader with a thorough familiarity 
with dermatologic medication. The 
author recommends some types of 
therapy to which most American der- 
matologists have never subscribed or 





those they no longer use: chloram- 
phenicol therapy for rosacea, perioral 
dermatitis, and ecthyma; gluconate 
calcium injections for treatment of 
various forms of eczema, urticaria, 
and insect bites; a diet that includes 
milk and fruit days, for severe oozing 
eczema; short wave diathermy for 
treatment of furuncles; topical sul- 
fonamide therapy for dermatitis so- 
laris and stasis ulcer; corticosteroid 
ointment for treatment of stasis ul- 
cer; bismuth injections and artificial 
fever for treatment of lichen planus; 
a six-months’ course of oral adminis- 
tration of ichthammol (Ichthyol) for 
treatment of acne vulgaris and ro- 
sacea; oral corticosteroid therapy for 
the severest forms of psoriasis; auto- 
hemotherapy and artificial fever for 
treatment of psoriasis; carbon dioxide 
and liquid nitrogen therapy for nevus 
flammeus (although the author con- 
cedes that cosmetically satisfactory 
results can hardly be expected); 
Schreuss’ high speed dermabrasion 
for ephelides; and dermabrasion of 
epidermal nevi of the linear type. The 
author does not mention the use of 
topically applied fluorouracil for 
treatment of Bowen disease and ac- 
tinic keratoses nor the use of intra- 
lesional steroid injections for granu- 
loma annulare. 

The general appearance of this 
soft-bound book is excellent. The 
large type on heavy, glossy paper and 
the heavy black headings combined 
with a carefully detailed index make 
this a very readable and valuable vol- 
ume for the student, resident, and 
practicing physician with knowledge 
of German. 

ALFRED HOLLANDER, MD 
Springfield, Mass 


Books 








LIDEX «ooo» 





TH SYSTEM 


ll CREASING 
TOPICAL STEROID 
P | ETRATION 


AN ABSTRACT 


FROM THE INSTITUTE 

OF CLINICAL MEDICINE, 
SYNTEX RESEARCH, 

PALO ALTO, CALIFORNIA, U.S.A. 











Topical steroids have proved in the past 
to be most effective under occlusion, which 
seems to promote penetration. But, 
unfortunately, many patients dislike the 
problems and the cosmetic unsightliness 
of occlusive therapy and so may ignore 
physician instructions. However, there may 
be a way out of the dilemma: test results 
suggest that, when a topical steroid is 
formulated into a properly designed base, 
results without occlusion approach 
results obtained with the more cumber- 
some method. 
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cclusive dressings have been success- 
fully used for a long time to increase 
the therapeutic effeogiveness of topical 
corticosteroids. Such enhanced astiv- 
ity has been attributed to the steroi 
improved penetration of the skin. 


But occlusive dressings obviously have their draw- 
backs — mainly those of patient acceptance. And if 
the patient resists occlusion and gives up the therapy, 
little good has been accomplished. 


There js another way of approaching the problem of 
increased steroid efficacy: formulate the steroid base 
to enhance penetration of the steroid into the skin. 
Extensive studies have shown that a steroid’s release 
rate and skin penetration are primarily dependent on 
the base into which it is incorporated. So, in theory, 
manipulating the composition of the base can increase 
the activity of the steroid and its subsequent penetra- 
tion of the skin. 


However, many other factors also determine the com- 
position of the base, among them: cosmetic accept- 
ability, effect of the base on the chemical stability of 
the drug in various concentrations, plus factors of 
irritation and sensitization. The question really is — 
can a cosmetically acceptable vehicle into which a 
standard therapeutic steroid concentration is incor- 
porated also be designed to significantly enhance the 
penetration of the steroid into the skin? The following 
studies show that it can. The data obtained from such 
studies resulted in the formulation of two bases, a 
cream and an ointment, which enhance the effective- 
ness of the potent steroid, fluocinonide. 


[o investigate the possible effects of 
| vehicle composition on drug penetra- 
tion, fluocinonide in a 0.02596 concen- 
i tration was incorporated into mixtures 
of propylene glycol and water and 
Lo enm i gelled with Carbopol resin. Such mix- 
tures are considered ideal because varying the con- 
centration of propylene glycol in the mixture also 
varies the solubility of the steroid, which in turn, has a 
great effect on the release rate. (Release and pene- 
tration must be considered together because they are 
consecutive events, interdependent and ultimately 
related.) 


A number of experimental measurements were made 
on gel systems containing from 0 to 100% propylene 
glycol. In addition to solubility determinations, the 
partition coefficients* for fluocinonide distributed 
between gels of differing propylene glycol composi- 
tion and isopropyl myristate were also experimentally 
measured. (Isopropyl myristate, an oily liquid, was 
selected as a model substance to simulate the lipoidal 
properties of skin.) Based on certain elements of diffu- 
sion theory, the product of the solubility and partition 
coefficient values for each gel composition was ex- 
pected to be predictive of drug bioavailability. The 
theoretical profile (PC x Cv) predicted by this analysis 
is shown in Figure 1. 


subsequently, a number of other experimental corre- 
lations were made. These included 1) jn vitro release 
studies, 2) in vitro skin penetration and 3) in vivo vaso- 
constriction assays performed on human subjects. 











*If a small amount of a substance is added to two immiscible liquids, it will 
become distributed between the two layers of liquid in a definite concen- 
tration ratio. This concentration ratio is known as the partition coefficient. 
In practice, it is a useful index of a drug's affinity for either the vehicle 
phase or the receptor phase (skin). 
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The results are shown in Figure 1. All supported the 


theoretical analysis of vehicle effects on the percuta- 
neous’ absorption af fluocinonide, demonstrating that 


d composition has a substantial effect on the 
O 


id's bioavailability from topical dosage forms. 


Studies with other drug compounds, and with different 
concentrations of the same compound, suggest the 
vehicle design is a critical parameter in assuring opti- 
mal drug availability in topical therapy. 

The correlations obtained with the propylene glycol 
gel systems led to a working hypothesis for the design 
of the FAPG® cream and ointment bases for fluocino- 
nide. Figures 2, 3, and 4, which show in vivo vasocon- 
striction and erythema suppression responses in 


Figure 1 


Correlation of various profiles for fluocinonide 
0.025% as a function of vehicle composition. 
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Figure 3 


Vasoconstriction 
and suppression 
of erythema 
produced by 
fluocinonide 
ointment with 
open and 
occluded 
application. 
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normal subjects by open and occluded methods, dem- 
onstrate that the results of open application of fluo- 
cinonide in the specially designed FAPG® bases are 
almost equal to those results achieved by occlusion. 
Clinical studies have borne this out. À 


CONCLUSION: Drug release and skin penetrability are a 
consequence of the physical-chemical properties of both 
drug and vehicle. With a potent topical steroid and a 
properly designed base, the same excellent results that 
used to come only from occlusion can now be approached 
without occlusive dressings. These data also show that 
a universal vehicle is not really possible and stress the 
need for proper design in the formulation of efficacious 
topical products. 


Figure 2 


Vasoconstriction response by open and 
occluded application. 
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Figure 4 

Per cent of sites showing vasoconstriction after 
application for six hours of 3 mg. of FAPG® cream 
containing 0.05% fluocinonide. Vasoconstriction 
readings at 8, 24, 32 and 48 hours. Note that results 
by open techniques are almost equal to results 

in the occluded sites. 
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DESCRIPTION : 
LIDEX cream 0.05% and LIDEX ointment 0.05% con 
the active compound fluocinonide. Fluocinonide, which | 
the 21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9a- difluoro-119, 16a, 17a, 21-tetrahy- 
droxypregna-1, 4-diene-3, 20-dione, cyclic 16, 17-acetal 
with acetone 21 -acetate. 

LIDEX cream contains fluocinonide in FAPG® cream, a 
specially formulated cream base consisting of dá alco- 
hol, polyethylene glycol 6000, propylene glycol, 2, 6- 
hexanetriol and citric acid. This white cream vendat is 
greaseless, non-staining, anhydrous and completely water 
miscible. The base provides emollient and hydrophilic 
properties. In this formulation, the active ingredient is 
totally in solution. 








© 005% LIDEX ointment contains fluocinonide in a specially formu- 

LIDEX « ócnonne lated ointment base consisting of Amerchol CAB, white 
petrolatum, propylene carbonate and propylene glycol. It 

THE SYSTEM provides the occlusive and emollient effects desirable in 


an ointment. In this formulation the active ingredient is 
totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment are effective be- 
cause of their anti-inflammatory, anti-pruritic and vasocon- 
strictor action. 


INDICATIONS 

LIDEX cream and ointment are intended for the relief of 
inflammatory manifestations of corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 
Topical steroids are contraindicated in vaccinia and vari- 
cella. Topical steroids are contraindicated in those patients 


® with a history of hypersensitivity to any of the components 
of the preparation. 
PRECAUTIONS 
0.05% If irritation develops, the cream or ointment should be dis- 
continued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal 
Fl UO! INONIDE or antibacterial agent should be instituted. 
If a favorable response does not occur promptly, the corti- 
MORE THAN A STEROID costeroid cream or ointment should be discontinued until 
the infection has been adequately controlled. 
A STEROID / BASE SYSTEM If extensive areas are treated, the possibility exists of 
increased systemic absorption and suitable precautions 
should be taken. 
Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in 
pregnant females has not absolutely been established. 
Therefore, they should not be used extensively on pregnant 
patients, in large amounts or for prolonged periods of time. 


LIDEX® (fluocinonide) cream and ointment are not for oph- 








thalmic use. 

15 g. and ADVERSE REACTIONS 

60 g. tubes The following local adverse reactions have been reported 
with topical corticosteroids: 
itching folliculitis acneform eruptions 
dryness burning sensations hypopigmentation 
striae skin atrophy secondary infection 


DOSAGE AND ADMINISTRATION 
A small amount should be gently massaged into the af- 
fected area three or four times daily, as needed. 


HOW SUPPLIED 


LIDEX 0.05% Cream — 15 g. and 60 g. tubes 
LIDEX 0.05% Ointment — 15 g. and 60 g. tubes 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


[fluocinonide] 


Cream 
0.05% 


FOR TOPICAL USE ONLY 


FOR TOPICAL USE ONLY 










CAUTION: Federal law 
prohibits dispensing 
without prescription. 


CAUTION: Federal law 
prohibits dispensing 
without prescription. 






SYNTEX LABORATORIES. INC 
ALTO, CALIF. 94304 





NTEX LABORATORIES, INC 
PALO ALTO, CALIF. 94304 





F. 


T 


News and 'Notes 


ure —pPKSSiÓ? - Ah i ia WA Tt. — Fz 


American Board of Dermatology Cer- 
tifies Diplomates.—The secretary of 
the American Board of Dermatology, 
Clarence S. Livingood, MD, submits 
this list of the 196 new diplomates 
certified during 1973: Marvin Acker- 
man, Searsdale, NY; Harold Leon Al- 
bert, Balboa Heights, Canal Zone; 
Thomas Henry Alt, Minnetonka, 
Minn; Joseph Anthony Arena, Holly- 
wood, Fla; George H. Arnold III, 
Rapid City, SD; James Edward Ar- 
nold, Mountain View, Calif; Robert 
Johnson Baker, Lakeland, Fla; 
Thomas Alexander Baker, Freeland, 
Mich; Eugene Andrew Bauer, Great 
Lakes, Ill; Robert Allan Behm, Cal- 
gary, Alberta, Canada; Jerry N. Blas- 
kovich, San Pedro, Calif; Benjamin 
Land Bivins, Tallahassee, Fla; Alan S. 
Bookin, Studio City, Calif; James 
Lindsey Boylon, Longview, Wash; 
Julie Anne Brous, Cleveland Heights, 
Ohio; Forrest Carroll Brown, San 
Francisco; Carlton S. Brownstein, 
Lynnfield, Mass; Willis E. Brown- 
stein, McLean, Va; Stuart William 
Brust, Fayetteville, NC; Daryl Ann 
Gillespie Brockberg, St. Paul; Elsmer 
Jean Burgoyne (nee Smith), Los An- 
geles; Fernando B. Canon, New York; 
John Wesley Carlisle, Jr., Bremerton, 
Wash; Bruce Ronald Carlton, Vallejo, 
Calif; Jeffrey A. Carmel, Menlo Park, 
Calif; James F. Carney, Berea, Ohio; 
Jana Scarlet Cazers, Brighton, Mass; 
Alan H. Chaitin, Granada Hills, Calif; 
Gerald Chotiner, West Peabody, 
Mass; William Edward Clack, Chesa- 
peake, Va; Patricia Anne Coghlan, 
Los Angeles; Larry Wayne Cole, Colo- 
rado Springs, Colo; Ana L. Colon, San 
Juan, PR; Michael Wilfred Condie, Ir- 
vine, Calif; William Robert Cook, Jr., 
Honolulu; Raymond L. Cornelison, 
Jr, Lawton, Okla; Monte Harold 
Courter, Lancaster, Pa; John Wool- 
man Cox, Hoffman Estates, Ill; Wil- 
liam James Cron, Bloomington, Ind; 
Terrence Allen Cronin, Melbourne 
Beach, Fla; Frederick William Danby, 
Kingston, Ontario, Canada; James 
Kenneth Davis, Johnstown, Pa; Ar- 
thur Joe Dean, Jr., Columbia, SC; 
Robert Neal DeAngelis, Springfield, 
Va; Norman Fred Deffner, Wausau, 
Wis; Kirit Jayantilal Desai, Downers 
Grove, Ill; Lawrence John Dobmeier, 
Amherst, NY; James Howard Dunne, 
Philadelphia; Peter Michael Elias, 
San Francisco; Lloyd Charles Elmer, 
Tacoma, Wash; David Todd English, 
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Elizabethtown, Ky; John Andrew 
Erianne, Jersey City, NJ; James 
Owen Ertle, Great Lakes, Ill; John 
Joe Estrada, Los Angeles; Richard 
Arthur Ferrington, Santa Rosa, Calif; 
Bert C. Frichot, Omaha; Raymond L. 
Garcia, San Antonio, Tex; Thomas 
Calvin Garrott, Ocean Springs, Miss; 
Madison W. Gay, Beaufort, SC; Gail 
Woodward Genant, Chicago; Michael 
A. Gentry, Springfield, Mo; John 
Walter Gerwels, San Lorenzo, Calif; 
Robert F. Godwin, Sioux City, lowa; 
Gilbert C. Goldman, Dunwoody, Ga; 
Theodore A. P. Golden, Camp Le- 
jeune, NC; Loren Eugene Golitz, 
Rockville, Md; Faustino Gomez, 
Cleveland; Sheldon Kenneth Gottlieb, 
Rockville, Md; William M. Gould, Lu- 
therville, Md; Joseph H. Greenberg, 
Novato, Calif; Terry Paul Hadley, 
Concord, Mass; John Lionel Halloran, 
Bothell, Wash; Joe Michael Hazel, 
Springfield, Ohio; Robert Port Her- 
wick, Jr., Bellevue, Neb; Ronald Allan 
Higgins, Kansas City, Mo; Barbara 
Highman, Laurel, Md; Joan F. Ho- 
gan, St. John’s, Newfoundland, Can- 
ada; William Robert Holder, Bay- 
town, Tex; Hubert Spencer Holmes, 
Wayzata, Minn; Bruce Jay Hook- 
erman, St. Louis; Chung-Hong Hu, 
Rochester, Minn; Albert William 
Hudson, Rockford, Ill; Edward Jay 
Hurwitz, Pasadena, Tex; Robert Duf- 
field Hutton, Spokane, Wash; Michael 
T. Jarratt, Houston; Prakit Jeera- 
paet, Tampa, Fla; Jacob David Kal- 
manson, Wheeling, WVa; Milton P. 
Kaplan, Silver Spring, Md; Arthur 
Paul Kelly, Culver City, Calif; Leon- 
ard W. Kelly, Jr., Richmond, Va; 
William Manly Kelly, Waterloo, 
Iowa; Prakash Khandekar, Mayfield 
Heights, Ohio; David H. Kingsbury, 
Indianapolis; Jean-Marc Yves Klein, 
Toronto; Paul Harvey Klenoff, Wal- 
tham, Mass; Dennis Dorf Knutson, 
Portland, Ore; James Michael Krivo, 
Great Neck, NY; Chester Louis Kroll, 
Berwyn, Ill; Gerald Gene Krueger, 
Salt Lake City; Madeleine Landry, 
Montreal; Malcolm Macquarie Lane- 
Brown, Camperdown, New South 
Wales, Australia; Robert Gary Lee, 
Fort Huachuca, Ariz; Ralph A. 
Lemcke III, Tucson, Ariz; Eugene M. 
Lepine, Columbia, SC; Allen D. Lewis, 
Chattanooga, Tenn; James Joseph 
Leyden, Media, Pa; William Oliver 
Light, Lima, Ohio; Bobby Lee Lim- 
mer, San Antonio, Tex; William Sum- 
ner Logan, Charlotte, NC; Philip Jo- 
seph Lopresti, Moorestown, NJ; 
James Marion Lowther, Lewiston, 


Idaho; Alan Jess McCarty, Fort Ord, 
Calif; Michael Anthony McConnell, 
Washington, DC; James Norman 
McQueen, Vicksburg, Miss; Peter 
MacWilliams, Austell, Ga; Friedrich 
Fritz Maag, Russikon ZH, Switzer- 
land; Alex S. Macaione, Blackwood 
NJ; John Christopher Maize, Williams- 
ville, NY; Mickey J. Mandel, Denver; 
Daniel John Marnell, San Diego, 
Calif; George C. Martin, El Paso, Tex; 
Robert Joseph Martin, Tacoma, 
Wash; Richard Stephen Moraites, 
Cincinnati; Howard Murad, Los An- 
geles; Hossein Nabaie, Tehran, Iran; 
Joel David Nash, Albuquerque, NM; 
David Harris Nathan, Tampa, Fla; 
Lee Terrell Nesbitt, Jr., New Orleans; 
Dennis E. Newton, Memphis; Nancy 
Selove Nieland, Pittsburgh; Thomas 
Peter Nigra, Wayland, Mass; James 
John Nordlund, Hamden, Conn; Mba 
Felix Onwukwe, Aba, Nigeria; Ed- 
ward John O'Keefe, Baltimore; Law- 
rence Jay Pacernick, Plainview, NY; 
Bernard Robert Palus, Pittsburgh; 
Giles Panet-Raymond, Montreal; 
Hugo Robert Paulson, Las Vegas, 
Nev; Donald Jude Pirozzi, Tucker, Ga; 
Ronald Louis Pitts, Shawnee Mission, 
Kan; Maureen Brigid Poh, Middle- 
town, NJ; Bernard Sol Potter, Dix 
Hills, NY; Samuel B. Pratt, Spar- 
tanburg, SC; Forte Calloway Rabb, 
Gainesville, Ga; Ahmed A. S. Rash- 
eed, Freeport, Ill; Martin R. Taylor 
Rayburn, Jr., Columbia, Tenn; John 
Zaskalicky Raymond, Philadelphia; 
John Richard Thomas Reeves, Bala- 
Cynwyd, Pa; James Joseph Regan, 
Omaha; Orlando Gilbert Rodman, Ta- 
coma, Wash; Max Bernard Rubin, An- 
nandale, Va; Hiram Arroyo Ruiz, 
Arecibo, PR; Theodore John Rupp, 
Grand Rapids, Mich; William Steven 
Rutti, Scottsdale, Ariz; Sonia Cramp- 
ton Ryan, Denver; Charles Salinger, 
Montgomery, Ala; Philip Merle 
Schap, Mason City, Iowa; John Ed- 
ward Schlicher, Wichita, Kan; How- 
ard Thad Scholes, Twin Falls, Idaho; 
Edward S. Schotland, Kansas City, 
Kan; William Alan Schueller, Ports- 
mouth, Va; Thomas Walton Schulze, 
Austin, Tex; Josef Aaron Segal, Ir- 
vine, Calif; David A. Shachat, Bowie, 
Md; Harvey Gordon Shapero, Thorn- 
ill, Ontario, Canada; David Sibulkin, 
New York; David Nathan Silvers, 
New York; Dwight Douglas Smith, 
US Air Force Hospital, APO Seattle; 
Jerry Dee Smith, Bethesda, Md; Paul 
Lawrence Smith, Los Angeles; Carl 
William Soderstrom, East Peoria, Ill; 
Stanley Spier, St. Laurent, Quebec, 
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Canada; David Lee Stabenow, Rock- 
ville, Md; Kenneth M. Stein, San Ra- 
fael, Calif; Michael Allen Stillman, 
Mt. Kisco, NY; Mark Stover Sullivan, 
Oklahoma City, Okla; Arthur J. Sum- 
rall, Philadelphia; Leonard James 
Swinyer, Salt Lake City; Paul Elliott 
Tancil, Chicago; Jay B. Taradash, 
Willowdale, Ontario, Canada; Carol 
K. Tharp, Mt. Prospect, Ill; William 
Samuel Thompson, Austin, Tex; Dan- 
iel J. Trozak, Modesto, Calif; Thomas 
Newton  Trunnel, Fort Walton 
Beach, Fla; Joseph Eugene Velasco, 
Surfside, Fla; Lawrence T. Wagers, 
Orlando, Fla; Margaret Waisman, 
Houston; Joseph Franklin Walter, 
San Diego, Calif; Barbara Haight 


` Way, Lubbock, Tex; David L. Wein- 


berg, San Bruno, Calif; William Lee 
Weston, Aurora, Colo; Sidney Francis 
Whaley, Jr. Tacoma Wash; Cole 
Bradford Willoughby, 18A Palm 
Circle, APO San Francisco; John 
Eaton Wolf, Jr. Houston; Simion 
Zelicof, Jamaica, NY; Fletcher E. 
Zimpfer II, Tempe, Ariz. 


Third World Congress of Inter- 
national Society of Tropical Dermatol- 
ogy.—The Third World Congress of 
the International Society of Tropical 
Dermatology will meet Sept 1-5, 1974, 
in Sáo Paulo, Brazil. For further in- 
formation, please write to José 
Eduardo C. Martins, MD, Executive 
Secretary, Hospital das Clinicas, De- 
partment of Tropical Medicine and 
Dermatology, Caixa Postal 8091, São 
Paulo, Brazil. 


Society for Investigative Dermatology 
Meeting.—The Society for Investiga- 
tive Dermatology will hold its spring 
meeting in Atlantic City on saturday, 
May 4, 1974, at the Chalfonte-Haddon 
Hall Hotel. This meeting will precede 
the meetings of the American Feder- 
ation for Clinical Research and the 
American Society for Clinical Investi- 
gation. On the preceding evening, fri- 
day, May 3, 1974, a series of work- 
shops will be sponsored jointly by the 
Society for Investigative Dermatol- 
ogy and the National Program for 
Dermatology. The topics of the work- 
shops and their directors are as fol- 
lows: Acne—Peter E. Pochi, MD, Bos- 
ton; disorders of  keratinization— 
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Howard P. Baden, MD, Boston, Lo- 
well A. Goldsmith, MD, Durham, NC; 
pigmentation- Thomas B. Fitzpat- 
rick, MD, Madhu A. Pathak, PhD, John 
Parrish, MD, Boston; Mechanisms of 
DNA repair-Jay Robbins, MD, Ken- 
neth H. Kraemer, MD, Bethesda, Md; 
tumor biology—B. Allen Flaxman, 
MD, Philadelphia, A. Bernard Acker- 
man, MD, New York; immunologic 
diseases of the skin—Robert E. Jor- 
don, MD, Rochester, Minn, Thomas T. 
Provost, Buffalo. For further infor- 
mation contact John S. Strauss, MD, 
Secretary-Treasurer, Boston Univer- 
sity Medical Center, 80 E Concord St, 
Boston, 02118. 


Annual Southern Medical Associa- 
tion Meeting.—At the 67th Annual 
Scientific Meeting of the Dermatol- 
ogy Section of the Southern Medical 
Association, the following new offi- 
cers were appointed: President: Dr. J. 
Graham Smith; President-Elect: Dr. 
Marvin E. Chernosky; Secretary- 
Treasurer: Carlton L. Carpenter, Jr., 
MD. 

The next meeting of the Southern 
Medical Association will be held in 
Atlanta, Georgia, Nov 18-21, 1974. 
Persons wishing to present papers 
should mail abstracts to Carlton L. 
Carpenter, Jr., MD, Secretary-Trea- 
surer, Dermatology Section, Southern 
Medical Association, 1415 Main St, 
Baton Rouge, LA 70802. The dead- 
line for receipt of abstracts is June 
1, 1974. 


Seminar on Relevance of Animal 
Models.—A seminar on the Relevance 
of Animal Modes to Human Dermato- 
pharmacology and Dermatotoxicol- 
ogy will be held on Sept 19-21, 1974, in 
the Medical Sciences Building at the 
University of California, San Fran- 
cisco. 

A faculty of international renown 
will attempt to present the informa- 
tion as to how relevant these animal 
models are for human dermatophar- 
macology and dermatotoxicology. 

This program is to be presented by 
the Department of Dermatology, 
University of California School of 
Medicine, San Francisco, and Contin- 
uing Education in Health Sciences, 
University of California, San Fran- 
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cisco, in eooperation with the Ameri- 
can Medical Association Commit 
on Cutaneous Health and Cosmetics, 
the Society of Toxicology, the US 
Food and Drug Administration, and 
the US Army Environmental Hy- 
giene Agency. Partial financial as- 
sistance has been provided by the 
Mead Johnson and Co, Evansville, 
Ind, and the Society of Toxicology, 
Richmond, Va. 

For program information, write to 
Howard I. Maibach, Program Chair- 
man, Continuing Education in Health 
Sciences, Room 570-U, University of 
California, San Francisco, 94148. 


Course in Contact Dermatitis.—A 
course in Contact Dermatitis will be 
held at the University of California, 
San Francisco, on Nov 8, 1974. 

The scientific diagnosis of allergic 
contact dermatitis rests on the proper 
performing of patch testing. This 
course will present in depth discus- 
sions of the science and art of such 
testing procedures for use in the 
office. 

For further information, write to 
Continuing Education in Health Sci- 
ences, Room 570-U, University of Cal- 
ifornia, San Francisco 94143. 


Annual Meeting of Society for Inves- 
tigative Dermatology.—The 35th An- 
nual Meeting of the Society for In- 
vestigative Dermatology Inc will be 
hefd in Chicago at the Pick Congress 
Hotel on June 21, 22, and 23, 1974 (fri- 
day through sunday) The Herman 
Beerman Lecturer will be Charles G. 
Cochrane, MD. The title of his presen- 
tation will be "Mediating Agents in 
the Inflammatory Process." 

Four special lectures will be incor- 
porated into the program. The speak- 
ers and the titles of their presenta- 
tions are as follows: Dr. Albert 
Crewe, Potential for Scanning Elec- 
tron Microscopy in Biology; Dr. Al- 
bert Dorfman, Mucopolysaccharides; 
Dr. Alfred Nisonoff, Genetic Control 
of the Immune Response; and Dr. 
Bernard Roizman, Herpesviruses, La- 
tency, and Cancer: A Biochemical Ap- 
proach. For further information con- 
tact John S. Strauss, MD, Secretary- 
Treasurer, Boston University Medical 
Center, 80 E Concord St, Boston 
02118. 


News and Notes 


TUR cc ais "ET DE 
t je PT DL ptc 


» 


" 
m we - 
m ah oA 
— 0707070 
— f: ^ $ 
y 


I -5 
RA S ee "b 
tex 

sj 


T d 
PES T. 
-A 


d 


The originators of sc 


therapy for acn M 


formulation wit h 
superior emulsifica! 
Ts T ta 


and greater p patient 


© 


ci 


Y (D 


i" 
- 
P 


since the rénitedi of towels ] ene) ) with | 
addition of para-chloro-meta-xylenol pun tricl 
Superior emulsification is achieved through 
formulation of the surfactant cleansing base 
with polyoxyethylene lauryl ether. The size a 
composition of the aluminum oxide ser ib pa 


blends, in fine, medium and rough grades, re- d E : 


mains the same to provide the effective | jee 
cleansing and debris removal which Brasive "m H 
neered. E Fa ence a Eit 


DAT 
| "T 
m 


For the patient, the re Brasivol 2 Pe mul: E 
offers a softer, smoother consistency that's — 
easier to apply and use. Color elis. ap a i d 
been changed too, and pre-tested with a teen - purs 
panel to assure greater patient. accepta ahbé 5 3 


X STIEFEL 


STIEFEL T 


Logical Dermatologicals "n D E 26 
di , OAK | ie d L 


a cleansing 


see puc 


Men pes id E ti 


ant tik 


ibacterial action, 


icceptance. 


4 > GA 
WE t 4! 
= Pe Sage 
RIS Pur ELSE 
E ` =A 


No tol 


 Brasivol 2 offers a scrub cleanser 
monstrated efficacy enhanced by anti- 
erial activity and with improved cosmetic 

e) tabili ili rto ogopuige: continued use by your 


iB 


€ n Hou: rm 2 od formulations contain 
M )xide. Particles, 0.5% p-Chloro- -m-Xylenol 
Ue ce in a surfactant cleansing base 
lyoxy ylene lauryl ether. Brasivol 2 Base 
0.5% p-Cl oro-m-Xylenol and 0.25% Triclosan 
rfact ar ant cleansing base PA POAN: 


Sap eS 
atha 


iid 


Pi 
t art. 


E 


é f: Brāsivoi 2 > uiid in convenient tubes and 
= mic ical jars. Brāsivol 2 FINE for initial treatment, 
Sr or second stage treatment and ROUGH for 
ce therapy. Brasivol 2 BASE is recommended 
natory acne and as an antiseptic cleanser/ 
PA oily oie conditions. 


N) Y. 12460 


“ox n o : o 
z g3: 
Mas 3 


FORI 





She wants 
beautiful hair. 


She washes her hair at least three 
times a week. She wants a rich lather, 
“squeaky clean” hair and manage- 
ability to let her style her hair 
beautifully. But she has seborrhea. 


You want 
effective control. 


You want to be sure the shampoo 
is cosmetically elegant, satisfies 

your patient's esthetic needs and 
provides thorough, effective con- 
trol of seborrhea and itchy scalp. 
The shampoo that does it all is 


Polytar: 


Polytar Shampoo contains 196 
Polytar (juniper tar, pine tar, 
coal tar solution, vegetable oil, 
solubilized crude coal tar) for 
effective antiseptic, antisebor- 
rheic action. The surfactant 
base and hair conditioners 
with pH adjusted to 5.5 pro- 
duces a rich soapless lather 
and leaves the hair lustrous 
and manageable. Send for 
professional samples and let 
Polytar prove itself with your 
patients. 
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Now you have a choice 

a Aquacare ® /HP Cream (10% urea, 
for use on localized, severe, dry skir 
conditions 


= Aquacare/ HP Lotion (10% urea 
when an economical, high potency} 
urea preparation is needed to 

i all-over body use 


db = Both offer your patients a silk; 
qu E smooth, potent preparation for resistan 
cases of xerotic, scaly skin 


> Increased emolliency and 10? 
sE. urea combined with the prover 
C» Aquacare base yield an effective 
D cosmetically acceptable adjunc 
t, for resistant cases of xerotic 
C. scaly skin 
a 


If you would like samples o 
the Aquacare family k 
evaluate in you 

practice, simply check of 
the samples you desire 
and we will send you € 
generous supply 





2525 Dupont Drive, Irvine, California 92664 


I'd like to evaluate: 
Aquacare/HP Lotion [] Aquacare Lotion O 
Aquacare/HP Cream O Aquacare Cream O 
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G.S. Herbert Laboratories, dermatology division of Allergan Pharmaceuticals, Irvine, California 92664, U.S.A 
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T ND CA ION 5 INACTIN Crec ma 1d Solution - 
-afford excellent topical treatment fori nea pedis, 

tinea cruris, tinea corporis, and tinea manuum due 

to infection with Trichophytén rubrum, 

Trichophyton mentagrophytes, Trichóphyton 

tonsurans, Microsporum canis, Microsporum 

audouini, Epidermophyton floccosum and for ET T 

tinea versicolor due to Molassezia furfur Good 

results con be anticipated in patients with recent, 

mild fungous infection of the scalp (tinea capitis) * 

treated with TINACTIN Cream or Solution. An = 

oral antifungal agent such as griseofulvin is 

required in (1) onychomycosis; and (2) chronic 

infections of the scalp in which fungi are numerous 

and widely distributed in the skin and hair follicles, 

and where kerion formation has occurred. Sr imilarly, 

an oral antifungal agent may be required in chronic 

refractory fungous infections of the palms and 

soles which have not responded to TINACTIN 

Cream or Solution. TINACTIN Cream or 

Solution may be used concurrently for adjunctive 

local benefit in the treatment of these lesions. 

TINACTIN Powder contains an effective topical 

fungicidal agent for the treatment of skin 

infections due to common pathogenic fungi, 

including Trichophyton rubrum, Trichophyton 

mentagrophytes (T. gypseum), Trichophyton 

tonsurans, and Trichophyton floccosum. TINACTIN b 

Powder and Powder Aerosol are recommended 

for adjunctive use with TINACTIN Solution or 

Cream in fungous infections of intertriginous 

and other naturally moist skin areas in which 

drying may enhance the therapeutic response. 

TINACTIN Powder or Powder Aerosol may 

also be used alone in simple cases of mild infection 

that respond to treatment with an antifungal 

powder and measures that promote skin hygiene. 

Following complete remission, TINACTIN Powder 

or Powder Aerosol alone may be continued to 

maintain remission or reduce risk of infection. In 

fungous lesions of the scalp, nails, soles, and 

palms, treatment with an oral antifungol agent, 

such as griseofulvin is recommended. TINACTIN 

Powder or Powder Aerosol may be used 

concurrently with griseofulvin for adjunctive local 

benefit. WARNING: In case of sensitization or 4 

irritation due to TINACTIN preparations or any of 

their ingredients, treatment should be discontinued. 

Keep out of eyes. TINACTIN Powder Aerosol: 

Contents under pressure. Do not puncture. Do not 

use or store neor heot or open flame. Exposure 

to temperatures above 120* F may cause bursting. 

Never throw container into fire or incinerator. Keep 

out of reach of children. PRECAUTIONS: If a patient 

shows no improvement after four weeks of 

treatment with TINACTIN, the diagnosis should be 

reviewed. In mixed infections where bacteria or 

nonsusceptible fungi, such as Condida albicans are 

present, supplementary topical or systemic anti- 

infective therapy is indicated. There is no evidence. 

to date that tolnaftate adversely influences 

infections with nonsusceptible microorganisms, 

such as bacteria. Treatment with TINACTIN | 

Cream, Solution, Powder, or Powder Aerosol 

should be discontinued if the patient's skin disease 

becomes worse. ADVERSE REACTIONS: TINACTIN ka 

is essentially nonsensitizing and does not ordinarily 

sting or irritate intact or broken skin in either 

exposed or intertriginous areas. One case of 

sensitization to butylated hydroxytoluene has 

been confirmed. A few cases of mild irritation 

possibly attributed to components of the 

formulations have been reported but not 

confirmed. A few unconfirmed cases of mild 

irritation from TINACTIN Powder have been 

reported. Although any new substance applied 

topically is potentially sensitizing, sensitization as 

evidenced by allergic eczematous contact 

dermatitis has not yet been observed with 

tolnaftate. HOW SUPPLIED: TINACTIN Cream 1%, 

15g. collapsible tube with dispensing tip. 

TINACTIN Solution 1%, 10 cc. plastic squeeze 

bottle. TINACTIN Powder 1%, 45 g. plastic 

container. TINACTIN Powder (1%) Aerosol, 

120 g. aerosol container. p~ 


í 





For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
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Though a highly active and 

unusually effective antifungal agent, 
TINACTIN Cream and Solution are 
ordinarily nonsensitizing, 
nonirritating, and nonstinging, 
even on broken inflamed skin. 
And to prevent reinfection, 
there is TINACTIN Powder Aerosol... 
cooling, soothing, drying, and odorless. 


j Tinactin 


brand of tolnaftate, U.S.P., 1% 
Cream/Solution/Powder Aerosol 


Because experience counts. 


Tinea corporis 


Tinea cruris 
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sensitivity, discontinue use in the individual. 
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NULL. E SOMETHING | 
OTHER LEADING  / — 
COAL TAR SHAMPOOS 
“DON'T... 


FRACTAR-5 


SHAMPOO 
DETERGENTS 


.Pentrax 


E TAR SHAMPOO. 


anc 


he m control itching, redres 
caling of dandruff, 


seborrhea, eczema and 


psoriasis of the scalp 


leave 


* hair clean and manageable 








FRACTAR-5. 


Pentrax with exclusive Fractar-5 has 
3 to 9 times more major therapeutic 
homologues of tar than the 4 leading 
ethical coal tar shampoos. Specially for- 
mulated to meet dermatologists' specifi- 
cations, Pentrax contains 8.7596 
Fractar-5 with all the desirable therapeu- 
tic value of crude coal tar, without unde- 
sirable pitch. Pentrax is antiseborrheic. 
Anti-eczematous. Antipruritic. And clini- 
cally tested. 


*Texas Pharmacal's exclusive, standardized coal tar extract. 


Pentrax has excellent lathering 
qualities and leaves hair clean, man- 
ageable. 

So, next time you're confronted with 
seborrheic dermatitis, eczema and psoriasis 
of the scalp, consider Pentrax. The most 
therapeutic coal tar shampoo yet. 


^, TEXAS PHARMACAL COMPANY 


The company that cares for your patients' skin. 
b San Antonio, Texas 78296 


Photographic representation of the blending of Fractar-5 
with the highly concentrated Pentrax detergent system. 
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SYOSSET, NEW YORK, N. Y. 11791 


Dear Doctor: 
Many factors affect the integrity, purity, quality, safety and efficacy of drug ibe aye 


Twenty years ago, Dermik Laboratories initiated an identification system in which 
the control number imprinted on packages indicated the year of manufacture. 


As emphasized in the following excerpt of an editorial from the Journal of 
Pharmaceutical Sciences: * (A copy of the entire article will be sent to you upon request). ° 














* Expiration dating is an idea whose time has come in the con- 
sumer movement. When one considers the relative conse- 
quences of a “‘stale, inetfective" drug as compared to a quart of 
sour milk, one can only conclude that expiration dating is a con- 
cept overdue in pharmaceutical thinking. As we stated in our 


earlier editorial, most drug products are subject to change or 
deterioration as a function ji time and conditions of storage. 
This ts especially true of the newer, more complex, sophisticated 


drug products which are frequently more susceptible to change 
and decomposition. “ 


One medication in particular (Benzoyl Peroxide) has been the subject of contro- 
versy regarding "Stability Forever” claims. In the near future, Dermik will 
furnish additional proof that all premixed preparations containing Benzoyl Peroxide 
absolutely require the protective feature of expiry dating. 


NOW in recognition of the scientifically established fact that NO PHARMACEUTI- 
CAL IS STABLE FOREVER, DERMIK is the first dermatological manufacturer to 
specify exact expiry dates on all "Starter Vials and Tubes". [The expiration dates 
for individual products are in accordance with the results of stability tests con- 
ducted by our laboratory over a period of years. ] 


This "safeguard" which guarantees fully potent and effective medication with each 
and every therapeutic application will shortly be extended to Dermik Trade Packages. 


he time to guarantee full potency and efficacy to you and your patient is NOW! ! 
Respectfully yours, 


Aare 


Murray uber 


Idmann, E.: (Editor) Expiration Dating Recycled, 
.Pharm.Sci., Vol.62, No.1, Jan. 1973 





EMULSIFICATION ALONE DUAL-DEGREASING IONIL 
leaves some skin oils behind. Commonly-used . | emulsified and dissolved the cholesterol 
emulsifier with water failed to dissolve cholesterol for thorough dual-degreasing action. 


(a component of sebum) in this test tube. 


IO SYSTEM 
dual-degreasing 
makes the 
difference 


lonil lonilT 
oni / eal b: 


Nonionic/cationic dandruff shampoos 


lonax Scrub 


Lemon scented abradant cleanser 


lonax Foam 


Oily skin cleanser 


lonil Contains: Salicylic acid 2% and benzalkonium chloride 0.2% in a blend of Owenethers™ (ethoxylates), alcohol 13%. 


Á "i pU à Owen Laboratories lonil T Contains: lonil and Owentar® (specially processed form of coal tar solution). lonax Scrub Contains: Polyethylene 
S d hom P. O. Box 34630 granules; Owenethers™ (ethoxylates); alcohol 12% and benzalkonium chloride 0.25% in a nonionic/cationic base. 
== hid ` 2 : ola? nam 2T: T F- TT. T 32 2 oBSsVe - riii: " T i " M INT : = 2 








Í 
“Classic” therapy for seborrhea, 
Sebulex Cream and Sebulex 





















Sebulex Cream and Sebulex help 
control dandruff, remove excess oil, 
and stop itching. Results are noticeable 
after the first shampoo. 


High regard by dermatologists for 
over 15 years attests to the efficacy of 
Sebulex...a "classic" therapy. 


Supplied: Sebulex Cream, 4 oz. tubes, 
Sebulex 4 oz. and 8 oz. plastic bottles. 


Contains: SEBULYTIC* brand of soapless cleansers 


and wetting agents; sulfur 296, salicylic acid 296. A safe, effective, 


easy-to-use = 
antiseborrheic shampoo 
...in two forms 


WESTWOOD PHARMACEUTICALS INC. 
Buffalo, New York 14213 
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To effectively 
help control dandruff, 


remove excess oi 
and stop itching 
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See page 1560 in your PDR. Contains: SEBULYTIC" brand of soapless cleansers 


and wetting agents; sulfur 2%; salicylic acid 2%. 
Westwood Pharmaceuticals Inc. Buffalo, New York 14213 
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Our sion sh human amen. 
. —covers us, defines us, protects - 
. us. But skin is subject to cuts, 

- burns, abrasions. And infections. 
Neosporin Ointment fights 
infection by providing broad 
antibacterial action against sus- 
ceptible skin invaders. It contains | EE AR 
antibiotics that are rarely used E er ee 
systemically, reducing the risk A 

of sensitization. 
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en Ag? Aft you -IND ASRS Therapeutically, ji as AR Er GN aisi systemic 
— uP 2 A gp Sed, - therapy for topical infections, primary or secondary, due to susceptible 
N- ow a Se ti La m - 4 “oman IS, as in: e e infected burns, skin grafts, surgical incisions, otitis externa — . =+ 
"oe 9 d < . primary pyodermas (impetigo, ecthyma, sycosis vulgaris, paronychia) 
4.93995 i e secondarily infected dermatoses (eczema, herpes, and seborrheic dermatitis) - 
ie. E ul | > traumatic lesions, inflamed or suppurating as a result of bacterial infection. Ks 
MTE KT Js auc cR d dere cs ointment may be used to prevent bacterial « contamination Eaa 
* Q4 | ot u^ ae PE er in burns, skin grafts, incisions, and other clean lesions. For abrasions, minorcutsand | 
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of persons | ergic to neomycin. The possibility of such a reaction eon be borne in m = eo o 


lete literature evailaine on request from Professional! Services Dept. PML, —- 


FOSPORIN Dee ment - 


^ Each gram contains: Aerosporin® branc Polymyxin B Sulfate 


j Y 5,000 units; zinc bacitracin 400 units; yci ate 5 mg. je 
(equivalent to m E neomycin base); spec whi etrolatum 
E s * E? tubes of nd " Oz. ane T OZ. gre ) foi packets. 


" * | di z Ey i i Burroughs Wel e Co. din: satin. - 
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cal Association will pay part of the expense of reproduction 
and printing, the remainder to be borne by the author or the 
institution with which he is affiliated. After deducting AMA's 
contribution, the author's share is $275 for up to six square 
finished illustrations. Additional illustrations and special 
effects, such as outlining, opaquing, or surprinting, will be 
billed to the author at cost. 

Color transparencies must be submitted for evaluation. Do 
not send color prints unless accompanied by original trans- 
parencies. If transparencies are mounted in frames or glass, 
the material should be carefully packed in gauze and sent 
with the manuscript in a separate container or between two 
pieces of pressboard. 
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prescribing information below. 


KeralVt 


ACTION AND USES: 
For Dermatological Use: Keralyt is a topical aid in the removal of excessive keratin 


in hyperkeratotic skin disorders, including the various ichthyoses (vulgaris, sex-linked 
and lamellar), keratosis palmaris and plantaris, keratosis pilaris, pityriasis rubra 
pilaris, psoriasis (including body, scalp, and palms and soles). Keralyt has been re- 
ported as helpful as adjunctive therapy for fungal infections. 


NDC 0072-6500-01 
CONTENTS: 6% Salicylic acid in a gel containing propylene 
glycol (60%) and ethyl alcohol (19.4%). 


For Podiatric Use: Keralyt is a topical aid in the removal of excessive keratin in 
dorsal and plantar hyperkeratotic lesions. Keralyt has been reported as helpful as 
adjunctive therapy for verruca plantaris. 


DIRECTIONS FOR USE: The preferable method of use is to apply thoroughly to the 
affected area and place under occlusion at night. The skin should be hydrated for at 
least five minutes prior to application. The medication is washed off in the morning, 
and if excessive drying and/or irritation is observed, a bland cream or lotion may be 


keratosis palmaris and plantaris. Optimum effec- vue 
tiveness of Keralyt is achieved with hydration. 
and occlusive dressings. Please read complete 








applied. Once clearing is apparent, the occasional use of Keralyt will usually maintain 
the remission. In those areas where occlusion is difficult or impossible, application 
may be made more frequently, and hydration by wet packs or baths prior to applica- 
tion apparently enhances the effect. Unless hands are being treated, rinse hands 
thoroughly following application. 

CONTRAINDICATIONS: Not to be used in patients known to be sensitive to any 
ingredient of Keralyt. 

PRECAUTIONS: In view of the salicylic acid content, use in children under 12 years 
of age should be limited to no more than one tube (1 oz.) in 24 hours. Avoid contact 
with eyes and mucous membranes. For external use only. Keep this and all medications 
out of reach of children. 


HOW SUPPLIED: Plastic tubes 1 oz. (28.4 gm.) 
CAUTION: Federal law prohibits dispensing without prescription. 
WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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Manuscript Preparation and Submission 


Send manuscripts by first-class mail to the Chief Editor, John 
H. Epstein, MD, 450 Sutter St, Room 1306, San Francisco 94108. 
Manuscripts are received with the understanding that they are 
not under simultaneous consideration by another publication. Ac- 
. cepted manuscripts become the permanent property of the Ar- 
CHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 

O All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
.galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

O Designate one author as correspondent and provide his address 
and telephone number. He will be notified by mail of the intended 
publication date approximately one month in advance. Order re- 
prints at the time the typescript is returned after editorial pro- 
cessing. Specify address to which requests for reprints should be 
sent. The corresponding author will receive 200 free tearsheet 
copies of the article. 

O Submit an original typescript and two high quality copies of 
the entire manuscript, including short communications such as let- 
ters to the editor, book reviews, announcements, etc. All copy (in- 
cluding references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8% x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

C] Titles should be short, specific, and clear. They should not ex- 
ceed 75 characters, including punctuation and spaces. A subtitle is 
often useful to shorten the main title. Provide a brief "running 
title" on each manuscript page. The title page should include the 
full names and academic affiliations of all authors, the address to 
which requests for reprints should be sent, and, if the manuscript 
was presented at a meeting, the name of the organization, place, 
and date on which it was read. 

O The style of writing should conform to acceptable English us- 
age and syntax. Slang, medical jargon, obscure abbreviations, and 
abbreviated phrasing are to be avoided. 

O Manuscripts reporting the results of experimental investiga- 
tions on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the proce- 
dure(s) had been fully explained. 

O Authors whose "first" language is not English should arrange 
for their manuscripts to be written in idiomatic English prior to 
submission. 

O Provide an abstract (135-word maximum) of the article. 
The abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

O List references in consecutive numerical order (not alphabet- 
ically). Once a reference is cited, all subsequent citations should be 
to the original number. All references must be cited in the text or 
tables. Unpublished data and personal communications should not 
be listed as references. References to journal articles should in- 
clude (1) author, (2) title, (3) journal name (as abbreviated in In- 
dex Medicus), (4) volume number, (5) inclusive page numbers, and 
(6) year, in that order. References to books should include (1) au- 
thor(s), (2) chapter title (if any), (3) editor (if any), (4) title of 
book, (5) city of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
included when appropriate. The author is responsible for the accu- 
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racy and completeness of the references and for their correct text 
citation. Please note this journal's punctuation and sequence style 
preference in previously published reference listings. 

O Refer to patients by number (or, in anecdotal reports, by fic- 
titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 

O All measurements are to be in metric units. 

O Letters to the Editor. The Editor will be pleased to receive cor- 
respondence which pertains to material published in the Ar- 
CHIVES. If intended for publication, such letters should be clearly 
marked "For Publication." 

O Use only those illustrations that clarify and augment the text. 
Submit illustrations in duplicate, unmounted and untrimmed. Do 
not send original artwork. Send high-contrast glossy prints (not 
photocopies). Figure number, name of senior author, and arrow 
indicating "top" should be typed on a gummed label and affixed to 
the back of each illustration. All lettering must be legible after re- 
duction to column size. Artwork submitted for publication may be 
relettered to achieve uniformity of lettering style throughout the 
journal. Magnification and stain used should be provided when 
pertinent. Illustrations should preferably be in a proportion of 
12.5 x 18 em (5 x 7 inches). Legends should be typed double- 
spaced, beginning on a separate sheet of paper. Length should be 
limited to a maximum of 40 words. 

O An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template letter- 
ing or preset type is preferred to hand-lettered labels. If halftone 
artwork with labels is submitted, affix type and leaders to a clear 
acetate overlay registered to the base drawing. Labels and leaders 
should be applied directly to the drawing board surface if the art- 
work consists only of line ink technique. 

O A letter of consent must accompany all photographs of atlanta 
in which a possibility of identification exists. It is not sufficient to 
cover the eyes to mask identity. 


-O Illustrations in full color are accepted for publication if the edi- 


tors believe that color will add significantly to the published man- 
uscript. The ARCHIVES will pay part of the expense of reproduction 
and printing color illustrations, the remainder to be borne by the 
author or his sponsor. After deducting the ARCHIVES contribution, 
the author’s share is $275.00 for up to six square finished illustra- 
tions that can be arranged on a one-page layout. Any additional il- 
lustrations or special effects will be billed to the author at cost. 
Positive color transparencies (85 mm preferred) must be sub- 
mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. If transparencies are mounted 
in frames or glass, the material should be carefully packed in 
gauze and sent with the manuscript in a separate container or be- 
tween two pieces of pressboard. 

O Each table should be typed double-spaced, including all head- 
ings, on a separate sheet of 22 x 28 cm (8% x 11 inch) paper. Do 
not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

O Tables should be arranged so that when printed they will not be 
wider than three columns of AncHIVES body type. Generally three, 
six, or nine typewritten columns of data (including stub, or left 
column) will fit into three columns. All tables must be numbered 
consecutively, beginning with 1, and each must have a heading. 
Example: "Table 6.—Results of Blood Coagulation Studies." 


Manuscript Preparation 


AN ELEGANT WAY TO STOP THE 
LTFCH_ AND INFLAMMATION OF PSORIASIS 


Stop psoriasis itch and inflammation with TOPSYN Gel. 
TOPSYN combines the effectiveness of fluocinonide with 


a totally transparent, 


preservative - free | OPSY GEL 
base of exceptional 9/0/91; 


cosmetic elegance. (I | L OC ANC DES 


ACLEAR DIFFERENCE IN TOPICAL THERAPY 


= SYNTEX LABORATORIES, ING 
PALO ALTO, CALIFORNIA 9430 








mA n S a RS TN 
UM wo v" L 


E ud * $ 
a ee ". 
» - e 


1: est 
ans WS . 


x 
rere 4: 
gir "X Pet oie s E 
rog » Vu; v $ E 25 pl 
` ? os ; 
ty 


ae 
-— E be, eee 
t At Ls 


V m, 

pr R E DX dt z > M 
4 x J a ay T vow E , pty 

Ti pe € , Mti Ne 
al f 
f YT . D^ ul 

wn? Ya P ale c A t ` rz o 
(19 s "€ ur ,* d * XE ` ` « t sà > fos 
qr». T . were Ty E MURS RT e 

s * 


cT KIRS ae 
Esel Lecta oe 


P, 
aut 


Rey Wei J 


eT 
y «5 
: " 
Mitac m 
-- i r 
be] 
geom wd 


r 

P 
jo 
Va rl re 


c xe 


E 
2" 
55 


EPIGARD 


Microporous Barrier 
Dressing helps you 
improve patient care in 
several problem areas 





EPIGARD is a new two- 
layered, nonmedicated synthetic 
dressing that serves essentially 


EPIGARD is composed ot a reticulated 


polyurethane foam laminated to a 
. microporous polytetrafluoroethylene sheet. 


The foam consists of an open matrix, 
and application of the open foam jam side 
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the same purposes as porcine 
skin and cadaver skin in the treat- 
ment of burn wounds and skin- 
surface ulcers. Yet it costs one 
fourth as much as the porcine skin 
and approximately one sixth as 
much as the hard-to-obtain 
cadaver skin used for burns! 
EPIGARD is a superior 
debriding dressing which removes 
necrotic tissue from second- and 
third-degree burns; from decubi- 





tus and similar skin-surface ulcers; 


and from surgical wounds— 


PARKE-DAVIS 





especially those where radiation 
follows, such as radical mastecto- 
mies. EPIGARD is also used as a 
barrier to bacteria, heat loss, and 
fluid loss, covering debrided 
wounds adequately until definitive 
autografting can be accomplished. 
Ask your Parke-Davis Medical- 
Surgical representative about 
EPIGARD, or write us for a free 


sample and descriptive literature. 
Medical-Surgical Products Division 


PARKE, DAVIS & COMPANY 
Detroit, Michigan 48232 


. Kenalog Cream. e 


(Tiamcinolone Acetonide Cream US). 


The Inside Story 







F Rapid, reliable relief e o 
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© Economical, too. z i= look 
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*Never present in Kenalog* Cream 


Triamcinolone Acetoni de Cream U.S.P.) 





See next page for prescribing informatioi 
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(Iriamcinolone Acetonide Cream U.S.P) 
Formulated with Vancrol (propyiene glycol vanishing-cream base) 


KENALOG® CREAM 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%) 


KENALOG® CREAM 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) 


DESCRIPTION Kenalog Cream 0.1% and Kenalog Cream 
0.025%, formulated especially for use on moist, weeping 
lesions, provide respectively 0.1% and 0.025% triamcinolone 
acetonide in an aqueous vanishing cream base. The cream 
base also contains propylene glycol, cetyl alcohol, glyceryl 
stearates, spermaceti, isopropyl palmitate, and polysorbate 60. 
ACTIONS Triamcinolone acetonide cream is effective because 
of its anti-inflammatory, antipruritic and vascoconstrictor 
actions. 

INDICATIONS Kenalog (Triamcinolone Acetonide Cream 
U.S.P.) 0.1% and 0.025% Cream is intended for topical use 
for the relief of inflammatory manifestations of acute and 
chronic corticosteroid responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in vaccinia, varicella, and in those patients with a history 
of hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS General—If local infection exists, suitable 
concomitant antimicrobial therapy should be administered. 

If a favorable response does not occur promptly, application 
of the corticosteroid should be discontinued until the infection 
is adequately controlled by appropriate measures. 

Although systemic side effects are rare with topical 
corticosteroid preparations, their possible occurrence must be 
kept in mind particularly when these preparations are used 
over large areas or for an extended period of time. 

If local irritation or sensitization develops, the preparation 
should be discontinued and appropriate therapy instituted. 

These preparations are not for ophthalmic use. 

Usage in pregnancy: The safety of topical steriod prepara- 
tions during pregnancy has not been absolutely established; 
therefore, they should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steroids; their extensive use increases the possibility of 
systemic effects. For patients with extensive lesions it may be 
preferable to use a sequential approach, treating one portion 
of the body at a time. The patient should be kept under close 
observation if treated with the occlusive technique over large 
areas and over a considerable period of time. 


Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 

Thermal homeostasis may be impaired if large areas of the 
body are covered. Use of the occlusive dressing should be 
discontinued if elevation of the body temperature occurs. 

Plastic films are often flammable and patients should be 
warned when using such materials. Extreme caution should 
be employed when films are used on children so that the 
possibility of suffocation is avoided. 

Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive and 
a substitute material may be necessary. 

If infection develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The following 
may occur more frequently with occlusive dressings than 
without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. Contact 
sensitivity to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 

DOSAGE AND ADMINISTRATION Kenalog Cream 0.1 96 
(Triamcinolone Acetonide Cream U.S.P. 0.1%): Apply to 
the affected area 2 or 3 times daily. Rub in. 

Kenalog Cream 0.025% (Triamcinolone Acetonide Cream 
U.S.P. 0.025%): Apply to the affected area 2 to 4 times daily. 
Rub in gently. 

Occlusive Dressing Technique—Gently rub a small amount 
of the cream into the lesion until it disappears. Reapply the 
preparation leaving a thin coating on the lesion and cover 
with a pliable non-porous film. If needed, additional moisture 
may be provided by covering the lesion with a dampened 
clean cotton cloth before the plastic film is applied or by 
briefly soaking the affected area in water. 

The frequency of changing dressings is best determined on 
an individual basis. Reapplication of the preparation is 
essential at each dressing change. 

HOW SUPPLIED The 0.1% Cream is available in tubes of 
5, 15, and 60 g. and in jars of 240 g. (8 oz.) and 5 Ib. 

The 0.02596 Cream is available in tubes of 15 and 60 g. 
and in jars of 240 g. (8 oz.) and 5 Ib. 


® ‘The Priceless Ingredient of every product 
is the honor and integrity of its maker.'TM 


(01973 E.R. Squibb & Sons, Inc. 324-009 
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can be used daily for oily hair and scalp 


Specially formulated to cleanse, control and condition oily hair 
associated with acne. It contains special conditioners which help 
prevent tangles and fly-away hair. The pH is 5.5...leaves the hair 
soft and manageable. Gentle enough to be used as often as neces- 
sary. CONTAINS NO FORMALDEHYDE. Supplied: 4 oz. and 8 oz. 
plastic bottles. 





Whatever works well for acne works well with Pernox Shampoo 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 





This needs 
Synalar 0.025” 


IUOCINOIONE ACETONIDE) 


strong start. 


Effective adjunctive therapy 
for all corticosteroid-responsive dermatoses. 


INDICATIONS: For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses. 

CONTRAINDICATIONS: Topical steroids are contraindi- 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 
of the components of the preparation. 

PRECAUTIONS: If irritation develops. the product should 
be discontinued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be discontinued 
until the infection has been adequately controlled. If extensive 
areas are treated or if the occlusive technique is used. the possi- 
bility exists of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not 
absolutely been established. Therefore, they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. The product is not for ophthalmic use. 

ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids: burn- 
ing. itching. irritation, dryness, folliculitis, hypertrichosis. acne- 
form eruptions. hypopigmentation. The following may occur 
more frequently with occlusive dressings than without such ther- 
apy: maceration of the skin. secondary infection. skin atrophy. 
striae. miliaria. See package insert for full prescribing information. 


Available in 15 and 60 gram tubes. 
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0.025” 


OVER A DECADE OF RELIABILITY 


' S. IN 
TO CALIFORNIA 94 304 





Unretouched photographs of patients on Grade Ill 
Retin-A brand tretinoin Pustular 
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conventional 
peeling agents 
and systemic 
tetracycline 
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Intractable 
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the efficacy of Retin-A in treating acne vulgaris" 


Of 372 patients (with grades I, II, and III acne) in 16 
well-controlled double-blind studies, Retin-A Liquid 
and Saturated Swabs produced good to excellent 
responses in 72.8% and poor to fair responses in 
27.2%, with adverse reactions in less than 2%. Of 85 
other patients (with grades Il and III acne) in 5 ran- 
domized double-blind studies, Retin-A Cream pro- 
duced good to excellent responses in 62.3% and poor 
to fair responses in 37.7%, with adverse reactions in 
only one patient.** 


the flexibility of Retin-A in treating acne vulgaris* 


Saturated Swabs (0.0596), Liquid (0.05%), and 
Cream (0.1%) 


the titration technique with Retin-A 

avoids excessive erythema and 
helps achieve clinical success 
Physician Supervision for Acne Vulgaris* grades I, II, 
and IIl includes: 
1. Frequency of application: once a day or as indicated 
2. Dosage strengths: 0.05% and 0.1% for patients’ 
accommodation 
3. Dosage forms: Saturated Swabs, Liquid, and Cream 
4. Adjunctive measures: (a) avoid other topical medi- 
cations, medicated cosmetics, and perfume products; 
(b) use mild soap and shampoo (such as PURPOSE 
brand Soap and PURPOSE brand Shampoo), and 
(c) gently wash face no more than 2 or 3 times a day. 


when you get specific 
about acne vulgaris * 


Retin 


by prescription only 








*Primarily grades I, II, and III in which 
comedones, papules, and pustules 
predominate. It is not effective in 
most cases of severe pustular and 
deep cystic nodular varieties (acne 
conglobata). 


**Data on file in the Department of 
Clinical Research, Johnson & Johnson. 


an ethical specific from the 
Dermatological Division of 


fohmonafohmon 


For prescribing information, 
see last page of this advertisement 


© Johnson & Johnson 1974 


About as specific 
aS you can-2et 
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Evidence to date suggests it 

acts deep within the follicular canal 
to expel existing comedones, 
break up their precursors, and 
prevent formation of new ones 





by prescription only 


Reti 


t NA 
tretinoi 


Saturated Swabs 0.0596 
Liquid 0.0596 
Cream 0.1% 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of stearic acid, isopropyl myristate, polyoxyl 40 stearate, stearyl 
alcohol, xanthan gum, sorbic acid, and butylated hydroxytoluene. 





Instruct patient to: 

€ Wash face gently no more than 2 or 3 times daily. 
Pat face dry with towel (don't rub). 

€ Wait 15-20 minutes before applying RETIN-A. 
Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. 

€ Use mild soap and shampoo (PURPOSE Brand 
Soap; PURPOSE Brand Shampoo). 

€ Avoid excessive exposure to extremes of climate 
(sun, wind, cold) since these tend to dry and burn 
the skin. 


General instructions for the patient: 

€ Avoid using the medication at the corners of the 
mouth, nose, eyes, or on other sensitive areas. 

€ Avoid using other topical acne preparations. They 
may interfere with the action of the medication. 

€ Excessive use of the product will not produce 
more rapid or better results — but may cause 
unnecessary irritation. 


Whenever a mild soap or shampoo is indicated: 


PURPOSE Brand Soap and PURPOSE Brand Shampoo 





sv 


Indications: RETIN-A Brand tretinoin is indicated for topical applica- 
tion in the treatment of acne vulgaris, primarily grades l, II, and III in 
which comedones, papules, and pustules predominate. It is,not effec- 
tive in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). | 

Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 

Warnings: RETIN-A Brand tretinoin should be kept away from the eyes, 
the mouth, angles of the nose, and mucous membranes. Topical use 
may induce severe local erythema and peeling at the site of applica- A 
tion. If the degree of local irritation warrants, patients should be ‘ 
directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient's 
skin until the effects of peeling agents subside before use of RETIN-A 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized dur- 
ing the use of RETIN-A Brand tretinoin and patients with sunburn 
should be advised not to use the product until fully recovered because 
of heightened susceptibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 
Similar precautions are advisable with regard to the use of medicated 
or abrasive soaps and cleansers, soaps and cosmetics that have a strong 
drying effect, and products with high concentrations of alcohol, 
astringents, spices, or lime. 

If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may 
occur. 

Adverse Reactions: The skin of certain sensitive individuals may be- 
come excessively red, edematous, blistered, or crusted. If these effects 
occur, the medication should either be discontinued until the integrity 
of the skin is restored or the medication should be adjusted to a level 
the patient can tolerate. Temporary hyper- or hypopigmentation has 
been reported with repeated application of RETIN-A Brand tretinoin. 
Some individuals have been reported to have heightened susceptibility 
to sunlight while under treatment with RETIN-A Brand tretinoin. To 
date, all adverse effects of RETIN-A Brand tretinoin have been reversi- 
ble upon discontinuation of therapy. (See Dosage and Administration — ^ 
section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin cream 
should be applied once a day, before retiring, to the skin where acne 
lesions appear, using enough to cover the entire affected area lightly. 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 
day, before retiring, to the skin where acne lesions appear, spreading 
the medication over the entire affected area. One swab supplies 
enough of the preparation to treat an area the size of the face. If other 
sites are treated, such as the back, additional swabs should be used. 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a day, 
before retiring, to the skin where acne lesions appear, using enough to 
cover the entire affected area lightly. The preparation may be applied 
using a fingertip, gauze pad, or cotton swab. If gauze or cotton is 
employed, care should be taken not to oversaturate it to the extent 

that the liquid would run into areas where treatment is not intended. 
Application may cause a transitory feeling of warmth or slight stinging. 
In cases where it has been necessary to temporarily discontinue 
therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of in- 
flammatory lesions may occur. This is due to the action of the medica- 
tion on deep, previously unseen comedones and papules. 

Therapeutic results should be noticed after two to three weeks. Results 
may not be optimal until after six weeks of therapy. Once the acne 
lesions have responded satisfactorily, it may be possible to maintain 
the improvement with less frequent applications. 

Patients treated with RETIN-A Brand tretinoin may use cosmetics, but 
the areas to be treated should be cleansed thoroughly before the medi- 
cation is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 

1) Foil-covered swabs saturated with 0.05% strength liquid, in boxes 
of 30. 

2) Amber bottles containing two fluid ounces of 0.05% strength liquid. 
3) One-ounce tubes containing a bland hydrophilic cream with 
tretinoin at 0.1% strength. 
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The effective gel release vehicle : 
developed through intensive stud v. 


An efficient release vehicle for 
Flurobate Gel (betamethasone ben- 
zoate) 0.025% was experimentally de- 
veloped by a series of in vitro dialysis 
experiments. The studies compared the 
% of betamethasone benzoate re- 
leased from Flurobate Gel in time 
compared to other vehicles including a 
vanishing cream base, aqueous gel 
base, and a surfactant solubilized 
steroid base. All of the bases contained 
0.025% betamethasone benzoate. 

It was found that maximum re- 
lease of betamethasone benzoate | 
0.025% was best achieved from a gel 
containing 35% propylene glycol and 
15% alcohol. 


Complete data on file, Medical Department, 
Texas Pharmacal Company 
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Hurobate Gel 0.025% 


[BE TAME THASONE BENZOATE) 





Flurobate Gel 0.025% is a transparent, self-liquefying gel base ideal for use on 
hairy areas. The gel vehicle enhances percutaneous absorption of the steroid. Flurobate is 
invisible on application, itis non-sticky, non-staining, quick drying and water washable. 


Flurobate Gel 0.025% 


BE TAME THASONE BENZOATE) 


CAUTION: 
Federal law prohibits dispensing without a prescription. 
DESCRIPTION: 

Flurobate Gel 0.025% contains the active steroid com- 
pound betamethasone benzoate, the 17-benzoate ester of be- 
tamethasone, having the chemical formula of 9a-fluoro-118, 
4-diene-3, 


17, 21-trihydroxy-168-methylpregna-1, 20-dione 


1 7-benzoate. Its chemical structure is: 





Flurobate Gel contains betamethasone benzoate in a spe- 
cially formulated gel base consisting of 13.8% (w/w) alcohol, 
carboxy-vinyl polymer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. The gel is self- 
liquetying, clear, greaseless and nonstaining. 

In this formulation the active ingredient is completely sol- 
ubilized and remains in the clear film without crystallization 
after evaporation of volatile substances. 


ACTIONS: 
Flurobate Gel is effective because of its antiinflammatory, 
antipruritic, and vasoconstrictive action. 
INDICATIONS: 
Flurobate Gel is intended for topical application for symp- 
tomatic relief and adjunctive management of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 


Szo 12> 


CONTRAINDICATIONS: 

Topical steroids are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topical steroids are con- 
traindicated in those patients with a history of hypersensitivity to 
any of the components of the preparation. 

This preparation is not for ophthalmic use. 

PRECAUTIONS: 

If irritation develops, the gel should be discontinued and 
appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a favor- 
able response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately 
controlled. 

If extensive areas are treated, or if the occlusive technique 
is used, the possibility exists of increased systemic absorption of 
the corticosteroid and suitable precautions should be taken. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in preg- 
nant females has not absolutely been established. Therefore, 
they should not be used extensively on pregnant patients, or in 
large amounts, or for prolonged periods of time. 

Due to the alcohol content of the vehicle, Flurobate Gel 
may cause mild, transient stinging without irritation if used on 
excoriated skin. 

ADVERSE REACTIONS: 

The following local adverse reactions have been reported 
with topical corticosteroids: burning sensations, itching, irrita- 
tion, dryness, folliculitis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: 
Apply to affected areas 2 to 4 times daily as needed. 
HOW SUPPLIED: 
Flurobate Gel is supplied in 15 gm and 60 gm tubes. 
DISTRIBUTED BY: 
Texas Pharmacal Co., San Antonio, Texas 78296 
U.S. Patent No. 3529060 
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For external use only 


Flurobate’ 


(betamethasone benzoate) 
Gel 0.025% 


Caution: Federal law prohibits 
dispensing without prescription 
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TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio, Texas 78296 


ue "Funny, 

b it doesnt 
t look like 

a tar 
shampoo." 


And Vanseb®-T Cream Tar Shampoo 
doesn't smell like one either. Most tar 
shampoos are liquids that leave the hair 
dry, brittle and unmanageable with a 
Z characteristically unpleasant odor. 
Vanseb-T is effective as an adjunct in 
the treatment of seborrheic dermatitis. 
Yet Vanseb-T leaves hair soft and silky 
without the usual tar after-odor. 
m SS Using Vanseb-T your patients get the 
c MERC. activity of tar WITHOUT tar's usual 
CU CHER cosmetic liabilities. 
Vanseb-T. The elegant tar shampoo 
that leaves hair the way your patients 
want it. 


* 


















Division of Allergan Pharmaceuticals 
Irvine, California 92664 


- 


H G. S. Herbert Laboratories 





Vanseb-T 
Tar Shampoo 


Sulfur 2%, salicylic acid 1%, coal tar 
solution 5% (equivalent to 1% crude coal 
tar) in a blend of surfactants and 
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OF A PRACTICAL 
APPROACH TO 


ALLERGY PROBLEMS 


A New Book! Tuft 


ALLERGY MANAGEMENT 
IN CLINICAL PRACTICE 


In simple, concise terms, this practical new book 
discusses management of the allergy patient, with 
emphasis on treatment, especially drug therapy. It 
discusses the three main elements of allergy manage- 
ment: relief of symptoms, avoidance and desensitiza- 
tion. In each chapter devoted to treatment, useful 
tables consolidate such important information as 
forms in which drugs are available, dosages, timing of 
administration, routes of administration, advantages 
and disadvantages. Because of the importance of 
accurate diagnosis in effective treatment of many 
allergy conditions, Dr. Tuft discusses various modes 
of testing — always with a view toward practical 
application. A noteworthy chapter examines the 
infrequently discussed medicolegal aspects of allergy 
practice. 


By LOUIS TUFT, M.D. November, 1973. 426 pages plus FM 
I-X, 7” x 10”, 26 illustrations. Price, $29.75. 


MOSBY 


TIMES MIRROR 


THE C. V. MOSBY COMPANY 
11830 WESTLINE INDUSTRIAL DRIVE 
ST. LOUIS, MISSOURI 63141 
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Clinical Considerations — , 
INDICATIONS: TINACTIN Cream ond Solution 
afford excellent topical treatment for tinea pedis, 
tinea cruris, tinea corporis, and tinea manuum due 
to infection with Trichophyton rubrum, 
Trichophyton mentagrophytes, Trichophyton 
tonsurans, Microsporum canis, Microsporum 
audouini, Epidermophyton floccosum and for 

tinea versicolor due to Malassezia furfur Good 
results can be anticipated in patients with recent, 
mild fungous infection of the scalp (tinea capitis) 
treated with TINACTIN Cream or Solution. An 
oral antifungal agent such as griseofulvin is 
required in (1) onychomycosis; and (2) chronic 
infections of the scalp in which fungi are numerous 
and widely distributed in the skin and harr follicles, 
and where kerion formation has occurred. Similarly, 
an oral antifungal agent may be required in chronic 
refractory fungous infections of the palms and 
soles which have not responded to TINACTIN 
Cream or Solution. TINACTIN Cream or 
Solution may be used concurrently for adjunctive 
local benefit in the treatment of these lesions. 
TINACTIN Powder contains an effective topical 
fungicidal agent for the treatment of skin 

infections due to common pathogenic fungi, 
including Trichophyton rubrum, Trichophyton 
mentagrophytes (T. gypseum), Trichophyton 
tonsurans, and Trichophyton floccosum. TINACTIN 
Powder and Powder Aerosol are recommended 
for adjunctive use with TINACTIN Solution or 
Cream in fungous infections of intertriginous 

and other naturally moist skin areas in which 
drying may enhance the therapeutic response. 
TINACTIN Powder or Powder Aerosol may 
also be used alone in simple cases of mild infection 
that respond to treatment with an antifungal 
powder and measures that promote skin hygiene. 
Following complete remission, TINACTIN Powder 
or Powder Aerosol alone may be continued to 
maintain remission or reduce risk of infection. In 
fungous lesions of the scalp, nails, soles, and 
palms, treatment with an oral antifungal agent, 
such as griseofulvin is recommended. TINACTIN 
Powder or Powder Aerosol may be used 
concurrently with griseofulvin for adjunctive local 
benefit. WARNING: In case of sensitization or 
irritation due to TINACTIN preparations or any of 
their ingredients, treatment should be discontinued. 
Keep out of eyes. TINACTIN Powder Aerosol: 
Contents under pressure. Do not puncture. Do not 
use or store near heat or open flame. Exposure 

to temperatures above 120°F may cause bursting. 
Never throw container into fire or incinerator. Keep 
out of reach of children. PRECAUTIONS: If a patient 
shows no improvement after four weeks of 
treatment with TINACTIN, the diagnosis should be 
reviewed. In mixed infections where bacteria or 
nonsusceptible fungi, such as Candida albicans are 
present, supplementary topical or systemic anti- 
infective therapy is indicated. There is no evidence 
to date that tolnaftate adversely influences 
infections with nonsusceptible microorganisms, 
such as bacteria. Treatment with TINACTIN 
Cream, Solution, Powder, or Powder Aerosol 
should be discontinued if the patient's skin disease 
becomes worse. ADVERSE REACTIONS: TINACTIN 
is essentially nonsensitizing and does not ordinarily 
sting or irritate intact or broken skin in either 
exposed or intertriginous areas. One case of 
sensitization to butylated hydroxytoluene has 

been confirmed. A few cases of mild irritation 
possibly attributed to components of the 
formulations have been reported but not 
confirmed. A few unconfirmed cases of mild 
irritation from TINACTIN Powder have been 
reported. Although any new substance applied 
topically is potentially sensitizing, sensitization as 
evidenced by allergic eczematous contact 
dermatitis has not yet been observed with 
tolnaftate. HOW SUPPLIED: TINACTIN Cream 1%, 
15g. collapsible tube with dispensing tip. 
TINACTIN Solution 1%, 10 cc. plastic squeeze 
bottle. TINACTIN Powder 1%, 45 g. plastic 
container. TINACTIN Powder (1%) Aerosol, 

120 g. aerosol contóiner. 


For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
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Though a highly active and 
unusually effective antifungal agent, 
: TINACTIN Cream and Solution are 
ordinarily nonsensitizing, 
nonirritating, and nonstinging, 
even on broken inflamed skin. 
And to prevent reinfection, 
there is TINACTIN Powder Aerosol... 
cooling, soothing, drying, and odorless. 


| Tinactin 


brand of tolnaftate, U.S.P., 196 
Cream/Solution/Powder Aerosol 


Because experience counts. 


Tinea corporis 


Tinea cruris 
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Dermik ‘dates 


Benzoyl Peroxide 


(and expiration date) ^, LOTION 5 
2 ring a Benzoyl Peroxide 35% and Cale cong 
*S Chio rder Content of Vial to Lotion. peod" 
Í U ""'OXyquinoline 0.25% and Benzoy 
Pais. “thin 3 Months of Dispensing gy 9 
Ves "ter — ^n aid in the treatment of j 
NET hin film once or twice daily. p?" 
V on SE Only. Shake Well Before Using. ee) - 
. - "Medications out f the reach 6! € E 
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Shedding light on the 


effectiveness of Balnetar 
y 


Psoriasis involves a number of therapies such as the use of | 
light with tar. Balnetar is a combination therapy in itself. a netar 
It contains soothing, antipruritic Alpha Keri? and chemically ° . 
and biologically standardized Westwood? Tar. Alpha Keri water-dispersible 
softens the skin and helps relieve itching while the tar is emollient tar 
"treating" the psoriatic lesions. Easy to use Balnetar is uniform 
from batch to batch and causes minimal trauma to patients. More than just tar 


*Graphic illustrates Balnetar's substantivity photographed under black light. In 8 fl. oz. bottles. See PDR. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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' baby's sensitive sl] 
what soap shoul 
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Pure mild Ivory is one of the safest 


possible soaps you can recommend for 
sensitive skin. More doctors recommend 


Ivory than any other soap? Ivory may safely be 
used as an adjunct to treatment 
of cradle cap, scabies, impetigo 

It makes sense. immersion experiments— and seborrhea. 

lvorys absence of many extra confirm that Ivory is one 

ingredients helps minimize of the mildest, least irritating 

chances of irritation. soaps you can recommend. 

Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 


including patch tests and arm this clinical experience. 





Summary of Procter & Gamble Market Research Study #69222. available on request to interested physicians 





conducive environment for fads albicans. 





And if dermal lesions caused by Candida albicans appear, NILSTAT cima mid Oint- 


ment topical antibiotics with antifungal activity can be effective. If intestinal moniliasis 


is also present, NILSTAT Tablets may be prescribed. 





Topical Cream Sa Ointment | o 
100,000 Units/Gm. 100,000 Units/Gm. : T 
15. Gm. Tubes, 5 Ib. Jars 15 Gm. Tubes 


Inactive Ingredients: in a vanishing cream Inactive Ingredients: Light Mineral Oil and 
-water base: Ethoxylated Stearyl Alcohol,  Plastibase 50 W. 

Isopropy! Myristate, Glycerin, Lactic Acid, 

Sodium Hydroxide. Preserved with 0.296 

Sorbic Acid. 


Indications: For the treatment of cutaneous or mucocutaneous mycotic infections caused 
by Candida species (Monilia). 
Contraindications: Hypersensitivity to the drug. 


Adverse Reactions: Virtually nontoxic and nonsensitizing; well tolerated by all age 
groups, even on prolonged administration. 


Nilstat for effective antimonilial thira E 


Nystatin- A opica Cream, 100, 000 Units/Gm. 
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Indications: For the treatment of intestinal 
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Oral Tablets Es 
500,000 Units/Tablet KEE 
100's and Unit Dose 10 x 10's CESS 
moniliasis. = 
Contraindications: Hypersensitivity to the "n : 
drug. 3 E 
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Adverse Reactions: Nausea and d vomiting. c 
G.I. distress. Diarrhea. | 
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LEDERLE LABORATORIES | | wer 
A Division of American Cyanamid Company: l 
Pearl River, New York 10965 


Wave 


626-4 


estoyou... - 


"E 
Ji 












mpl 


"M tients with 
a Con as, including 
-negative 


bacteria 


BETADINE 
SKIN CLEANSER - 
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Supplied: BETADINE Skin Cleanser 4 oz. plastidiy 
bottles. *In the rare instance of local irritation or 
sensitivity, discontinue use in the individual. 


Purdue Frederick 


© COPYRIGHT 1973, THE PURDUE FREDERICK COMPANY/NORWALK, CONN, 06856 


- Synalar 


(FFLUOCINOLONE ACE PONDE) 
0.01 Solution 


Synalar in 100% propylene glycol. 


Low surface tension for easy s a fa eal for Ae or intertriginous areas. 












In one weekend How? By attending the AMA Speakers and 
Leadership Program. Over 8,000 MDs have. 
you can be a more Sessions include theory and drills on message 


effective speaker. preparation, delivery, fielding of questions, as 


well as individual coaching and instant TV 


That’s a promise. playback. Registration fee: $75.00. 


Programs are held at the Marriott Motor 
Hotel, O'Hare Airport in Chicago. 
: Next programs are: 
[ Aug. 30-Sept. 1, 1974 
Nov. 15-17, 1974 


Contact: Mortimer Enright 
Director, AMA Speakers 
and Leadership Programs 
535 N. Dearborn St. 
Chicago, III. 60610 
(312) 751-6484 
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est for the care of dry, 
or premature aging 


or wrinkled skin... 
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JPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA 
TRANG_CANANA DERMADEIITICS I TO. MONTRFAI 23 OI IFRFC 





Synalar 


(FLUOCINOLONE ACETONDE) 


0.01 Cream 


One one-hundredth Pies fluocinolone acetonide in cream base for economy. 












Use JAMA Classified 
Advertisements to 
Locate Capable 


Personnel. mi 
f Jo PERMA TWEEZ" ELECTROLYSIS INSTRUMENT 





Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 
axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 












Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 









PERMA TWEEZ & ATTACHMENT ...... 


or Your Institution 





[] Check enclosed. 






[] Invoice after 30 days. 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department D-48 


5701 West Adams Boulevard, Los Angeles, California 90016 






The Journal of the American Medical Association 
Classified Advertising Department 

535 North Dearborn Street 

Chicago, Illinois 60610 
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stubborn 
dandruff 
and 
scalp 
psoriasis 


Sebutone 


Antiseborrheic 


TAR SHAMPOO 
A surface-active, pen- 
etrating therapeutic 

me im Ipo O tor the 










| crude about 
Sebutone! 


But there's d 
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Bie Contains: WESTWOOD" TAR (equivalent to.0.5% Coal Tar USP) 









Sebutone contains virtually all the 
inherent antiseborrheic/antipsoriatic 
activity of crude coal tar — but it is tar 
in a most esthetically and cosmetically 
elegant form, eliminating undesirable, 
insoluble tar components and sludge. 

Westwood Tar, the first tar to 
be both chemically and biologically 
standardized. 


BEBULY TIC® brand of soapless cleansers and wetting Bgenis 
ROHYDRIC" emollient, sulfur 2%, and salicylic acid 2% 


ee 
= ee 


BI Helps relieve the itching and scaling 
of dandruff and psoriasis 

BI Helps remove excess oil 

E Penetrates matted crusts 


m Residual action — prolonged 
up to 72 hours 


Westwood Pharmaceuticals Inc., 
Buffalo, New York 14213 


(FLUOCINNOLONE ACE TONIDE) 


0.025 Emollient Cream 


Svnalar in an emollient cream base. 


Combines the emolliency of an ointment with the cosmetic acceptability 
of a cream. 
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authority, reliability, integrity, specialization 
High editorial standards assure accuracy—time- 


P liness — relevancy in the manuscripts, clinical 
reports and material published every month. AMERICAN MEDICAL ASSOCIATION 
Read your AMA Specialty Journal —an important 535 North Dearborn Street 
Ion. Chicago, Illinois 60610 


part of your continuing medical education 


»enzoyl Feroxide Acne | herapy 


an alternate modality containing 596 or 1096 Benzoyl Peroxide 
and 696 Polyoxyethylene Lauryl Ether,4096 Alcohol 
when you Prefer “Gel” Therapy for Certain Patients 
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year expiration date 


UTION: Federal Law prohibits dispensing without prescription. 
NTRAINDICATIONS: Patients with a known sensitivity to benzoy! peroxide 
ther should not employ these medications. 
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- The mid-sized, mid-priced tube 
most dermatologists requested 


: Enough to last most patients 
between office visits 


* Lidex-just the way you asked for it 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 





















no other 
enzyme ointment 
has all these 


.* 





advantages 


two proteolytic 
enzyme 
concentrates 


provide effective chemical debridement 
as they dissolve necrotic tissue, 
crusts and tenacious pus. * 


readily active 
from the tube 


No special wound prep needed, 
no soaking, no wet packs. 


BIOZYME 


broad spectrum 
antibiotic activity 


helps control infection by 


neomycin-susceptible organisms; 
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resistant strains may emerge. * 


greaseless 


base 


is nonstaining and 
water washable. 


(Neomycin Palmitate — Trypsin- 
Chymotrypsin Concentrate Ointment) 


INDICATIONS 

Based on a review of this drug by the National 
Academy of Sciences — National Research Council 
and/or other information, FDA has classified the 
indications as follows: 

“Possibly” effective for the treatment of: 


Abscesses and furuncles — open or incised 
Infected burns 

Pyodermas, such as folliculitis and impetigo 
Infected skin ulcers, such as arteriosclerotic, 


decubitis, diabetic, stasis, traumatic, varicose, etc. 


Final classification of the less-than-effective indi- 


cations requires further investigation. 


1719-877-BI! 





COMPOSITION: Each gram of Biozyme con- 
tains neomycin palmitate equiv. to 3.5 mg. neo- 
mycin: trypsin-chymotrypsin concentrate (10,000 
Armour Units of proteolytic activity): in water- 
soluble base (polyethylene glycol 4000 and 400 
stearyl alcohol). CONTRAINDICATIONS. Local 
application is contraindicated in those individ- 
uals who have shown hypersensitivity to any of 
its components. WARNING. As with any anti- 
biotic preparation, prolonged use may result in 
overgrowth of non-susceptible organisms. |f 
superinfection occurs, the product should be 
discontinued and appropriate therapy instituted. 


.There are articles in the current medical liter- 


ature which indicate an increase in the prev- 


alence of persons sensitive to neomycin. AD- 
VERSE REACTIONS. Generally well tolerated; 
an itching or stinging sensation is sometimes 
associated with the first or first few applica- 
tions. Hypersensitivity or allergenic reactions 
are occasionally seen. The proteolytic action 
can be halted by removal of the ointment and 
irrigation with water. ADMINISTRATION. Not 
for ophthalmic use. Apply directly to lesion 
1 to 3 times daily and cover. HOW 

SUPPLIED. Biozyme: Y2 and 1 oz. 

tubes. & 


ARMOUR PHARMACEUTICAL CO. 
PHOENIX, ARIZONA 85077 
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The Miami $tudy: E 


*The rating scale used for the study is as follows: 





= A Double-blind Comparison of Eclipse to THEM | : 
PreS d Solb Total subjects participating=28 O=No Erythema O 1=Mild Erythema 
"om ae oar Total test sites per product=28 2=Moderate Erythema O 3=Marked Erythema 
Total test sites=140 4=Marked Erythema with Edema 


The objective of this study was to compare Eclipse to 
PreSun, Solbar and controls to rate the effectiveness in providing 


protection from ultraviolet erythema. Twenty-eight volunteers were ECLIPSE PRESUN SOLBAR BASE UNTREATED 
used. Equal premeasured doses of the sun-screens were applied 

under double-blind conditions to three-inch squares demarcated Average TOS MM 3.10 2.51 3.20 3.46 
with tape on the back. The subjects were then exposed after exposure (150300) — MESI EISOUSSOIE MEME ELLE 


immediately to four hours of midday Florida sun. Two hours after 
the start of the exposure, the subjects were immersed for ten 
minutes in the ocean, then exposed for an additional two hours of Average ratings 
7; 1.67 2.47 1.73 2.71 2.93 
sun. All exposures were from 10 a.m. to 2:10 p.m. Evaluations of .,1-0/* (190-250) (480-300). 4030-300). /iisoeoo | (200-00) 
the degree of ultraviolet erythema were made at 24 and 72 hours NETT 
following the end of exposure and ratings assigned to each 
exposed area". At 24 hours Eclipse was found to be clinically and Ranges appear in parenthesis. 
jen statistically more effective than PreSun, Solbar and control sites. 


The results (averages and ranges) of this study can be seen 


in Table Il. 
This study was conducted by James Fulton, M.D., University 
of Miami Medical School, Miami, Florida? 


2: G. S. Herbert report series #10 Available on request 













ECLIPSE SOLBAR 
UNTREATED DE 
ECLIPSE 
x 
PRESUN PRESUN UVAL 
UVAL 
SOLBAR 
Presun Solbar Uval Presun ECLIPSE Solbar Uval Base Untreated Base 
ECLIPSE Untreated Base Untreated Base ECLIPSE Presun Untreated EGLIPSE Presun 


F 
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Hours Protection — Double-blind Comparison 
of Eclipse to PreSun, Solbar and Uval 


In a small controlled study, subjects received equal 
premeasured doses of Eclipse, PreSun, Uval and Solbar, 10 to 15 
minutes before exposure. This group was then exposed to 
sunlight for 6 hours. During the 6 hour perioc, the group 
participated in two 15 minute swimming periods. All exposures 
were made between 9:30 a.m. and 3:30 p.m. Evaluations of the 
resulting ultraviolet erythema were made at 0, 24 and 48 hours 
following the end of exposure and ratings were assigned to each 
test site* Analysis of the results of this study indicate that Eclipse 
IS clinically superior to the other formulas tested following 6 hours 
of continuous sun exposure. 

Results (averages and ranges) can be seen in Table III. 
This study was conducted by Robert Kim, M.D., Straub Clinic and 
Hospital, Honolulu, Hawaii? 


Comparison of Eclipse to Uval and PreSun 
at 6 MED's After Immersion 


The object of this study was to rate the effectiveness of 
Eclipse to PreSun and Uval in preventing sunburn after the 
protected skin was immersed in water. Two hours after application 
of the test agents to the subjects' forearms, the arms were 
immersed in an agitated water bath for ten minutes and then 
subjected to 6 MED's of artificial light produced by a 1600 watt 
Xenon lamp. The Eclipse formula provided much better protection 
than either PreSun or Uval.4 The results are substantiated by the 
photograph at right, taken 24 hours later. 

This study was conducted by A. M. Kligman, M.D., Ph.D., 
Duhring Laboratories, University of Pennsylvania Medical School, 
Philadelphia, Pennsylvania. 


Comparative Absorption Curves for Eclipse, 
PreSun, Solbar, and Uval Demonstrate 

that Eclipse Provides the Most Absorption 
in the Critical Erythemal Range 


Equal weights of each product were diluted 1:10,000 in 
ethyl alcohol. Resulting solutions were scanned against ethyl 
alcohol (reference sample) in a Cary 15 Spectrophotometer and 
quartz cuvettes of 10 mm. light path using standard procedures to 
obtain the ultraviolet spectrum of each product. This graph 
depicts the results. Eclipse clearly allows the least transmission 
of light in the critical erythemal range of 290 to 320 mpi. 

In summary, these findings and those of other studies 
confirm that Eclipse is more effective than PreSun, than Uval. than 
Solbar! 


3: G. S. Herbert report series #12 Available on request. 
4: G. S. Herbert report series #14 Available on request 
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260 270 280 290 300 310 320 330 340 350 
WAVELENGTH (ma) 


A moisturizing base to prevent drying and chapping. Eclipse 


uses the Aquacare'* dry skin lotion base. 
Longer lasting protection. 
Permits a slow, even, long-lasting tan because it protects 


in the burning range but allows passage of certain tanning rays. 


Non-comedogenic. 











TABLE lil 


O- No Erythema O 1=Mild Erythema 
2- Moderate Erythema O 32 Marked Erythema 
4— Marked Erythema with Edema 


ECLIPSE 
Average ratings 
immediately (6 d 
after exposure 
Average ratings 
1.13 
24 hours 
after exposure (0.80-1.80) 
Average ratings 1.00 
— (0.50-1.80) 


after exposure 


Ranges appear in parenthesis 


PRESUN 


PRESUN 


1.17 
(1.00-1:30) 


2.66 
(2.00-3.00) 


2.43 
(2.20-2.70) 


PX 
1 : l2 
t4 Dui 


aU 
FA: ^ 
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pm 


"The rating scale used ‘or the study ts as follows: 


SOLBAR 


1.60 
(1.00-2.00) 


2.76 
(2.50-3.00) 


2.66 
(2.50-3.00) 


UVAL e] 


1.23 
(0.60-1.80) 


2.66 
(2.50-3.00) 


2.76 
(2.70-2.80) 
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DENISONE GEN 


topical 
steroid efficacy 
in a unique 

1 new vehicle 
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ernox 
...Ihe thing 
to squeeze 

for acne 


Available in Both Regular 
and Lemon Scent 















« Proven Therapeutic Edge Over Acne 
§ Offers individualized therapy to meet the specific needs 


of each patient. 


and flexibility. 


$ Dries and desquamates skin with a high degree of safety E 
^ 


x 
AMA 
$ Combines polyethylene granules with sulfur and salicylic acid E 20 2 
in a surfactant base. A N 53 
; PAR on i '- 2 
§ Predictable and controllable irritation for efficacy... Q 
without undue patient trauma. * 
A 
§ Indicated in the treatment of acne vulgaris in grades I, Il, à. Contents: Microfine granules of 
and selected Cases of grade HH. $ polyethylene in SEBULYTIC® brand 
a of soapless cleansers and wetting 


agents. Also 295 sulfur, 1.595 salicylic 
acid. See PDR. In 2 oz. and 4 oz. tubes. 


ernox 


gentle, medicated abradant 
lathering scrub cleanser 


§ Noticeably rapid improvement. 


“ye § Outstanding patient acceptance and cooperation ...leaves the 
skin with a smooth clean feeling after the first Pernox wash. 





WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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EIGHT YEARS OF 
SOCIALLY GRIPPLING PSORIASIS 


On November 5, 1973, patient presented with plaques involving her elbows, 
knuckles, knees, and feet. The individual lesions, showing sharp demarcations, 
deep uniform erythema, and adherent micaceous scales, were clinically á 
diagnostic of psoriasis. According to patient, previous treatment three years £ 
before had resulted in only slight and temporary improvement. 


COPYRIGHT © 1974, SCHERING CORPORATION. ALL RIGHTS RESERVED. 





CONTROLLED INT DA 


Patient ‘was instructed to apply, VALISONE Cream to | 
lesions three times daily without occlusive wrap. When v | | 
seen 11 days later on November 16, 1973, marked | 
improvement was evident. There was no scaling, erythema 1 
was minimal, and the skin:was rapidly approaching normal | 

nce. The patient was instructed to continue 

VALISONE Cream at a reduced application of twice 
al ^ daily without occlusive wrap? 


Tw, 


THE TOPICAL STEROID FOR PROMPT ANTI-INFLAMMATORY RELIEF OF MILD-TO- SEVERE DERMATOSES. 
Also offers greater patient cooperation because occlusive dressings are seldom needed... 
the convenience of b.i.d. dosage (which is usually effective )...the economy of the 45 Gm. tube 
for maintenance therapy or treatment of widespread body lesions,..contains no parabens... 
sensitization rarely occurs. 


WP ee hte NOW AVAILABLE... 
odd —— - NEW VALISONE’ REDUCED STRENGTH CREAM 
| (brand of betamethasone valerate 0.01%) 


) vey TRE t estie psoriasis. 









: : * CASE HISTORY AND PHOTOGRAPHS IN FILES OF HEADQUARTERS See Clinical Considerations section next page. 
-— — = 3 MEBICAR RESEARCH DIVISION, SCHERING CORPORATION, 
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SUCCESS COMES For contact hil Nr 
INALLFORMS — Sees 
Valisone Aerosol -anoi 


- 
ES 
~ 

9 


SCHERING 


ġa T 
: E 
And now, Valisone, f 
»etametha CHE 
forlow-costtreatment — "s NF S 
e Pe ear duced Strengt, 
of chro psoriasis uper 
(ac ontams : 
Valisone ji botamothasong 
Reduced Strength sng betamethasone). — 
For dermatologic — 
Cream E 
use only du 
Caution: Federal law Ek 
prohibits i . 
without prescription, E 
Schering Corporation — 
Kenilworth, WJ. 07033 g 
i 


® 
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VALISONE 


brand of 


BETAMETHASONE VALERATE NF 


Cream 0.176 /Ointment 0.175 /Lotion 0.1% /A erosol 0.15% /Reduced Strength Cream 0.01%. 


































or corticosteroid- 


responsive dermatoses — 


Valisone Cream/Ointment 


Clinical Considerations: Indications: VALISONE Cream and Ointment are indicated for relief of the inflammatory manifestations 
of corticosteroid-responsive dermatoses. VALISONE Reduced Strength Cream is indicated, solely, for the relief of the inflammatory 
manifestations of psoriasis. VALISONE Lotion is indicated only in the topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical management to relieve the inflammatory manifestations of acute 
contact dermatitis. Contraindications: Topical steroids are contraindicated in tuberculosis of the skin and some viral diseases of 
the skin (varicella and vaccinia). Topical steroids are also contraindicated in those patients with a history of hypersensitivity to 
any of the components of the preparations. VALISONE Aerosol is contraindicated for use under occlusive dressings. 

Warnings: Keep the spray of VALISONE Aerosol away from eyes and other mucous membranes; avoid inhaling. Avoid freezing of 
the tissue by not spraying for more than 3 seconds, at a distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose to temperatures above 120° E. Keep out of reach of 
children. Never throw container into fire or incinerator. Precautions: If irritation or sensitization develops with the use of 
VALISONE products, treatment should be discontinued and appropriate therapy instituted. In the presence of infection, the use of 
an appropriate antifungal or antibacterial should be instituted. If favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of sufficient systemic absorption to produce adrenal suppression and systemic corticosteroid 
effects may occur; suitable precautions should be taken. In a few cases, ulceration has been reported with the use of topical 
steroids for skin conditions involved with impaired circulation (i.e., stasis dermatitis). Usage in Women of Childbearing Age: The 
use of any drug during pregnancy and the lactation period or in women of childbearing age requires that the potential benefits 

of the drug be weighed against the possible hazards to the fetus or infant. Topical corticosteroids have not been reported to have 
an adverse effect on the fetus, but the safety of their use in pregnant patients has not been definitely established. They should not be 
used extensively or for prolonged periods of time in pregnant patients, unless the condition requiring treatment warrants the risk. 
VALISONE products are not for ophthalmic use. Adverse Reactions: The following adverse reactions have been reported with 
topical corticosteroids: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, and hypopigmentation. 
The following may occur more frequently with occlusive dressings than without such therapy: maceration of the skin, secondary 
infection, atrophy of the skin or subcutaneous tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, Ointment, 
and Reduced Strength Cream are applied as a thin film over the affected skin areas one to three times a day. Clinical studies of 
VALISONE have indicated that dosage once or twice a day is often feasible and effective. VALISONE Reduced Strength Cream has 
an aqueous, hydrophilic base that softens and moisturizes the skin. Although occlusive dressings are required infrequently, they 
may enhance therapeutic efficacy in certain refractory lesions of psoriasis and other dermatoses that are difficult to treat. Apply a 
few drops of VALISONE Lotion to the affected area of the scalp and massage lightly until it disappears. Apply twice daily, in the 
morning and at night. Dosage may be increased in stubborn cases; following improvement, apply once daily. Apply VALISONE 
Aerosol three to four times a day. The container may be held upright or inverted during use. The spray should be directed onto 
the affected area from a distance of approximately 6 inches and applied for only 3 seconds. For more complete details, consult 
package insert or Schering literature available from your Schering Representative or Professional Services Department, 


Schering Corporation, Kenilworth, New Jersey 07033. 
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Loz aie 


inators of scrub cleansing 
herapy for acne bring you a new 
formulation with antibacterial action, 
= Superior emulsification 
-~ and greater patient acceptance. 








D nid JI] 


- She wants 
beautiful hair. 


She washes her hair at least three 
times a week. She wants a rich lather, 
“squeaky clean” hair and manage- 
ability to let her style her hair 
beautifully. But she has seborrhea. 


You want 
ettective control. 


You want to be sure the shampoo 
is cosmetically elegant, satisfies 

your patient's esthetic needs and 
provides thorough, effective con- 
trol of seborrhea and itchy scalp. 
The shampoo that does it all is 


Polytar’ 


Polytar Shampoo contains 1% 
Polytar (juniper tar, pine tar, 
coal tar solution, vegetable oil, 
solubilized crude coal tar) for 
effective antiseptic, antisebor- 
rheic action. The surfactant 
base and hair conditioners 
with pH adjusted to 5.5 pro- 
duces a rich soapless lather 
and leaves the hair lustrous 
and manageable. Send for 
professional samples and let 
Polytar prove itself with your 
patients. 


JEFEL Logical Dermatologicals Since 1847 
Eu ET - A STIEFEL LABORATORIES, INC., OAK 
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When acne washes 
are not drying enou 


4 thin film of Transact will dry the oiliest of 
complexions. Its degree of drying is controlled by 
the frequency of application. It's clear, so it won't 
offend young, male sensibilities. It's pleasantly 
scented to aid in patient acceptance. It’s greaseless, 
so it won’t stain clothing when used on chest, 
shoulders, or back. But most importantly, it works 
... for your patient and for you. 


Contains: LIPOSEC? brand of polyoxyethylene 
lauryl ether 6%, micropulverized sulfur 2%, 
alcohol 40%. See PDR. Supplied: 1 oz. tubes. 


Transact 


Transparent Medicated Acne Gel 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 





whenever these 
tinea infections 
OCCUT EAN 







tinea corporis! 4K 


x tinea N 
versicolor ; tinea 
cruris 


tinea 
3 | manuum E r 


AS theres a universal. 
> topical treatment: 


HALOTEX 


(HALOPROGIN) 


Cream, 10 mg. per g.; Solution, 10 mg. per ml. 





safe and effective 


j antifungal control 


/ hx only...you prescribe the treatment 
e economical, patient-oriented packaging 
e nongreasy, nonstaming 





Description: Halotex cream provides 1% haloprogin in a water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in polyethylene glycol 400, polyethylene glycol 4000, diethyl 
sebacate and polyvinylpyrrolidone. Halotex solution provides 1% (10 mg. per ml.) haloprogin in a homo- 
geneous vehicle of diethyl sebacate and alcohol. Action: Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the skin. *Indications: Halotex cream and solution are indicated 
for the topical treatment of tinea pedis, tinea cruris, tinea corporis and tinea manuum due to infection 
with Trichophyton rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Microsporum canis, 
and Epidermophyton floccosum. It is also useful in the topical treatment of tinea versicolor due to 
Malassezia furfur. Contraindications: Halotex preparations are contraindicated in those individuals who 
/ have shown hypersensitivity to any of the components. Warning: USAGE IN PREGNANCY —Safety for use 
/ in pregnancy has not been established. Precautions: In case of sensitization or irritation due to Halotex 
cream or solution or any of the ingredients, treatment with these preparations should be discontinued and 
appropriate therapy instituted. If a patient shows no improvement after four weeks of treatment with 
Halotex cream or solution, the diagnosis should be redetermined. In mixed infections where bacteria or 
nonsusceptible fungi are present, supplementary systemic anti-infective therapy may be indicated. For ex- 
ternal use only. KEEP OUT OF EYES. Adverse Reactions: Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and; (2) increased maceration, pruritus or exacerba- 
tion of pre-existing lesions. Dosage and Administration: Halotex cream and solution 

should be applied liberally to the affected area twice daily for two to three weeks. „£ 

Interdigital lesions may require up to four weeks of therapy. How Supplied: i 

Halotex* cream 1% (10 mg. per g.) 30 g. collapsible aluminum tube ~ 

NDC 0087-0590-01. Halotex solution 1% (10 mg. per ml.) 10 ml. ao 

polyethylene bottle with controlled drop tip NDC 0087-0591-01 and 30 ml. . 
polyethylene bottle with controlled drop tip NDC 0087-0591-02. 


1974 MEAD JOHNSON & COMPANY EVANSVILLE, INDIANA 47721 USA 734030 


NDC 81 58! 
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tinea pedis 


LABORATORIES 


Lederle Laboratories presents « 
EXPLORATIONS IN ANTIMICROBIAL THERAPY ‘ 


DISCOVER 


microbial specificity in a wide range of 
dermatologic infections due to susceptible 
pathogens* 





MINOCYCLINE HCI 
CAPSULES 50 mg, 100 mg 





*When bacteriologic testing indicates appropriate 
susceptibility to MINOCIN Minocycline HCI 


-_ 


à COS e 
Offers ; 


effective therapy 
in skin and soft tissue 
“infections 


MINOCIN Minocycline HCI provides highly effective tissue 
levels in skin and muscle. (See Tables | and II.) 


Although tetracyclines are not the drug of choice in staphy- 
lococcal infections, MINOCIN can treat folliculitis, furun- 
culosis, pyoderma, carbunculosis, acne, impetigo, abscess, 
cellulitis, skin ulcers, and wound and incision infections 
caused by susceptible strains. MINOCIN can also effec- 
tively treat skin and soft tissue infections due to susceptible 
Group A beta-hemolytic streptococcus. 









No 
photosensitivity 
reported to date 


TABLE II 


ORAL MINOCYCLINE SKIN PENETRATION 
AT 8 AND 21 DAYS: TISSUE LEVELS 
HIGHER THAN SERUM LEVELS IN MOST CASES 


LEVELS OF MCG/ML OR GM 


SPECIMEN (AVERAGES 4 SUBJECTS) 


.- Days O 8 21 


SERUM 0 2.55 2.06 
TISSUE 
DERMIS 0 2.98 2.28 
EPIDERMIS 0 6.39 3.74 
SCRAPINGS 0 5.23 4.44 
SWEAT 0 0.39 0.28 
SEBUM (POOLED) 0 0.86 0.29 


TABLE III 


ORAL MINOCIN Minocycline HCI EFFECTIVENESS IN INITIAL CLINICAL TRIALS* 


| Common skin and soft tissue infections | 
in which a single pathogen (Staphylococcus aureus? Was isolated: 









Clinical 
Response 


Satisfactory 







"E 


Diagnosis 


No. of 
Patients 





Cellulitis 
Dermatitis Atopic 
Dermatitis Eczematous 
Dermatitis Repens 
Eczema Dyshidrotic 
Folliculitis 

Impetigo 

Impetigo Contagiosa 
Infection Incision** 
Infection Skin** 

Lichen Simplex Chronicus 
Lymphadenitis 
Paronychia Finger 
Pustules 

Pyoderma 

Sinus Tract Chest 

Sycosis Barbae 

Ulcer Leg 


1** 


Totals 25 24 1 


€, When bacteriologic testing indicates appropriate susceptibility to MINOCIN 


Minocycline HCI. 
**Unspecified. 

t Tetracyclines are not the drug of choice in the treatment of any type of 
staphylococcal infection. MINOCIN is indicated for treatment of Staphy- 
lococcus aureus skin and soft tissue infections on/y when bacteriologic 
tests indicate appropriate susceptibility to the drug. 






Unsatisfactory 






















TABLE | 


ORAL MINOCIN Minocycline HCI PENETRATES SKIN AND MUSCLE TISSUES 
NUMBER OF 
TISSUE SPECIMENS 


AVERAGE CONCENTRA- 
TION mcg/gm 


Data in humans were derived from the pharmacologic trial in 
patients scheduled for various types of surgery They were given 
the MINOCIN loading dose of 200 mg initially followed by 100 mg 
at 12-hour intervals for four days. At the time of surgery, a blood 
sample was drawn and a two-gram specimen of excised tissue was 
reserved for analysis. 





Values shown are average minocycline levels in 4 healthy male 
subjects who received 200 mg initially, followed by 100 mg b.i d. 
for 21 days. Assays were performed on the 8th and 21st day of 
therapy. Note that levels were higher in dermis, epidermis and 
skin scrapings than in serum ' 





MINOCYCLINE HCI 
CAPSULES 


Adjunctive 
therapy in 
severe acne 


New MINOCIN Minocycline HCI 50 mg 
capsules facilitate adjustment of MINOCIN 
regimens according to individual patients. 
New standardized regimens of 100 mg or 200 
mg stat, 50 mg q.i.d. are alternative to usual 
regimen of 200 mg initially, 100 mg q. 12 h., 

if more frequent doses are preferred. Also 
available as 50 mg/5cc syrup. 


Before prescribing MINOCIN, please refer to the prescribing information for full description 
of adverse effects and precautions, a copy of which is on the last page of this advertisement. 


the meaning of microbial specificity with 
& 





MINOCYCLINE HCI 


semisynthetic tetracycline 
for office and hospital 


MINOCIN provides 
effective therapy with 
relatively few problems 


6 Penetrates skin and muscle tissues. 


€ Well absorbed even with food, dairy 
products or colas. 


@ No photosensitivity to date. 


6 Enamel hypoplasia/tooth staining can 
occur in children under eight. 


0 If renal impairment exists, lower than 
usual doses are indicated. (See WARNING 
in Package Insert.) 


6 Lightheadedness that may occur is tran- 


sient, disappearing during therapy or always 


after therapy is completed. 


0 Dosage form flexibility: supplied as 50 mg 
and 100 mg capsules, 50 mg/5 cc syrup, and 


100 mg/vial intravenous. 





Lederle Laboratories 
ederle A Division of American Cyanamid Company 
Pearl River, N.Y. 10965 


NEW 


50 mg 
CAPSULE - 


...If more 
frequent doses 
are preferred 






MINOCIN' Minocycline Hydrochloride 


Oral and Intravenous 
DESCRIPTION: MINOCIN minocycline hydrochlo- 
ride is a semi-synthetic derivative of tetracycline. 
7-dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride. 


Intravenous: Each vial. dried by cryodesiccation, 
containssterile Minocycline Hydrochloride equiva- 
lent to 100 mg. Minocycline. When reconstituted 
with 5 cc. of Sterile Water For Injection the pH 
ranges from 2.0to 2.8 


ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein syn- 
thesis. Minocycline HCI is a tetracycline with anti- 
bacterial activity comparable to other tetracyclines 
with activity against a wide range of gram-negative 
and gram-positive organisms. 

Tube dilution testing: Microorganisms may be 
considered susceptible (likely to respond to mino- 
cycline therapy) if the minimum inhibitory concen- 
tration (M.I.C.) is not more than 4.0 mcg./ml. Micro- 
organisms may be considered intermediate 
(harboring partial resistance) if the M.I.C. is 4.0 to 
12. 5mcg./ml.and resistant (not likely to respond to 
minocycline therapy) if the M.I.C. is greater than 
12.5 mcg./ml. 

Susceptibility plate testing: If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg. 
tetracycline disc) gives a zone of 18 mm. or greater. 
the bacterial strain is considered to be susceptible 
to any tetracycline. Minocycline shows moderate 
in vitro activity against certain strains of 
staphylococci which have been found resistant to 
other tetracyclines. For such strains minocycline 
susceptibility powder may be used for additional 
susceptibility testing. 


INDICATIONS. MINOCIN minocycline HCI is indi- 
cated in infections caused by the following micro- 
organisms: 

Rickettsiae: (Rocky Mountain spotted fever, ty- 

phus fever and the typhus group. Q fever. rickett- 

sialpox, tick fevers.) 

Mycoplasma pneumoniae (PPLO, Eaton agent). 

Agents of psittacosis and ornithosis. Agents of 

lymphogranuloma venereum and granuloma in- 

guinale. The spirochetal agent of relapsing fever 

(Borrelia recurrentis). The following gram-nega- 

tive micro-organisms: Hemophilus ducrey! 

(chancroid), Pasteurella pestis and Pasteurella 

tularensis, Bartonella bacilliformis, Bacteroides 

species. Vibrio comma and Vibrio fetus. Brucella 
species (in conjunction with streptomycin). 

Because many strains of the following groups of 
micro-organisms have been shown to be resistant 
to tetracyclines, culture and susceptibility testing 
are recommended. 

MINOCIN minocycline HCI is indicated for treat- 
ment of infections caused by the following gram- 
negative micro-organisms, when bacteriologic test- 
ing indicates appropriate susceptibility to the drug: 

Escherichia coli, Enterobacter aerogenes (for- 

merly Aerobacter aerogenes). Shigella species. 

Mima species and Herellea species, Haemo- 

philus influenzae (respiratory infections), Kleb- 

siella species (respiratory and urinary infections). 

MINOCIN is indicated for treatment of infections 
caused by the following gram-positive micro-or- 
ganisms when bacteriologic testing indicates ap- 
propriate susceptibility to the drug: 
Streptococcus species: Up to 44 percent of strains 
of Streptococcus pyogenes and 74 percent of 
Streptococcus faecalis have been found to be re- 
sistant to tetracycline drugs. Therefore, tetracy- 
clines should not be used for streptococcal disease 
unless the organism has been demonstrated to be 
sensitive. 

For upper-respiratory infections due to group A 
beta-hemolytic streptococci, penicillin is the usual 
drug of choice, including prophylaxis of rheumae» 
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ADULT DOSAGE 


PEDIATRIC DOSAGE 
(GENERAL) 


(GENERAL) HOW SUPPLIED 


MINOCIN IV. 
100 mg/Vial 


200 mg initially, 


4 mg/kg initially. 
100 mg q. 12 h. 


2 mg/kg q. 12 h. 


1 Vial 100 mg 
Box of 100 Vials 


MINOCIN Capsules NC 
100 mg 4 mg/kg initially, 


2 mg/kg q. 12 h. 


Bottles of 50's and 1005; 
Unit dose 10 x 10's. 


200 mg initially, 
100 mg q. 12 h. 


MINOCIN Capsules 100 mg or 200 mg 
50 mg initially, 5O mg 
q.i.d. 


4 mg/kg initially, 


2 mg/kg q. 12 h. Bottles of 100s 


MINOCIN Syrup 

50 mg/5 cc 
2 teaspoonfuls 
(100 mg) initially, 
1 teaspoonful 
(50 mg) q.i.d. 


4 mg/kg initially. 


2 mg/kg q. 12 h. 2-fluidounce Bottles 


Diplococcus pneumoniae, 

Staphylococcus aureus, skin and soft tissue infec- 
tions. Tetracyclines are not the drug of choice in the 
treatment of any type of staphylococcal infection. 

When penicillin is contraindicated, tetracyclines 
be alternative drugs in the treatment of infections 

ue to: 

Neisseria gonorrhoeae, Treponema pallidum and 

Treponema pertenue (syphilis and yaws). Listeria 

monocytogenes, Clostridium species, Bacillus 

anthracis, Fusobacterium fusiforme (Vincents 
infection). Actinomyces species. 

In acute intestinal amebiasis, the tetracyclines 
may be a useful adjunct to amebicides. 

MINOCIN is indicated in the treatment of tracho- 
ma, although the infectious agent is not always 
eliminated. as judged by immunofluorescence. In- 
clusion conjunctivitis may be treated with oral tetra- 
cyclines or with a combination of oral and topical 
agents. 


Oral only: In severe acne, the tetracyclines may 
be useful adjunctive therapy. Minocycline is indi- 
cated in the treatment of asymptomatic carriers of 
N. meningitidis to eliminate meningococci from the 
nasopharynx. 

In order to preserve the usefulness of MINOCIN 
minocycline HCI in the treatment of asymptomatic 
meningococcal carriers. diagnostic laboratory pro- 
cedures, including serotyping and susceptibility 
testing, should be performed to establish the carrier 
state and the correct treatment. It is recommended 
that the drug bereserved for situations in which the 
risk of meningococcal meningitis is high. 

Minocycline is not indicated for the treatment of 
meningococcal infection. 


CONTRAINDICATIONS. This drug is contraindi- 
cated in persons who have shown hypersensitivity 
to any of the tetracyclines. 


WARNINGS. In the presence of renal dysfunction, 
particularly in pregnancy, intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. 

_ Whentheneedfor intensive treatment outweighs 
its potential dangers (mostly during pregnancy or in 
individuals with known or suspected renal or liver 
impairment), itisadvisableto performrenal andliver 
function tests before and during therapy. Also tetra- 
cycline serum concentrations should be followed. 

If renal impairment exists, even usual oral or par- 
enteral doses may lead to excessive systemic accu- 
mulation of the drug and possible liver toxicity. 
Under such conditions, lower than usual total doses 
are indicated, and if therapy is prolonged, serum 
level determinations of the drug may be advisable. 
This hazard is of particular importance in the paren- 
teral administration of tetracyclines to pregnant or 
post-partum patients with pyelonephritis. When 
used under these circumstances. the blood level 
should not exceed 15 micrograms/ml. and liver 
function tests should be madeat frequent intervals. 
Other potentially hepatotoxic drugs should not be 
prescribed concomitantly. 

The use of tetracyclines during tooth develop- 
ment (last half of pregnancy, infancy, and childhood 
to the age of 8 years) may cause permanent dis- 
coloration of the teeth (yellow-gray-brown). This ad- 
verse reaction is more common during long-term 
use of the drugs but has been observed following 
repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore, 
should not be used in this age group unless other 
drugs are not likely to be effective or are contra- 
indicated. 

Photosensitivity manifested by an exaggerated 
sunburn reaction has been observed in some indi- 
viduals taking tetracyclines. Patients apt to be ex- 
posed to direct sunlight or ultraviolet light should 
be advised that this reaction can occur with tetra- 
cycline drugs, and treatment should be discontin- 
ued at the first evidence of skin erythema. Studies 
todateindicatethat photosensitivity does not occur 
with MINOCIN minocycline HCI. 


The antianabolic action of the tetracyclines may 
cause an increase in BUN. While this is not a prob- 
lem in those with normal renal function, in patients 
with significantly impaired function, higher serum 
levels of tetracycline may lead to azotemia, hyper- 
phosphatemia, and acidosis 

_CNS side effects including lightheadedness. diz- 
ziness or vertigo have been reported. Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machin- 
ery while on minocycline therapy These symptoms 
may disappear during therapy and always dis- 
appear rapidly when the drug is discontinued. 


Usage in Pregnancy. (See above Warnings about 
use during tooth development.) 

Results of animal studies indicate that tetracy- 
clines cross the placenta, are found in fetal tissues 
and can have toxic effects on the developing fetus 
(often related to retardation of skeletal develop- 
ment). Evidence of embryotoxicity has also been 
noted in animals treated early in pregnancy. 


Usage in newborns, infants, and children. (See 
nos "Warnings about use during tooth develop- 
ment. 

Alltetracyclines form a stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growthrate has been observed in prematures given 
oral tetracycline in doses of 25 mg/kg. every 6 
hours. This reaction was shown to be reversible 
when the drug was discontinued. 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class. 


PRECAUTIONS. As with other antibiotics prepara- 
tions, use of this drug may result in overgrowth of 
nonsusceptible organisms. including fungi. If super- 
infection occurs, the antibiotic should be discon- 
tinuedand appropriatetherapy should be instituted. 

In venereal diseases when coexistent syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months. 

Because tetracyclines have been shown to de- 
press plasma prothrombin activity. patients who are 
on anticoagulant therapy may require downward 
adjustment of their anticoagulant dosage. 

in long-term therapy. periodic laboratory evalua- 
tion of organ systems. including hematopoietic. 
renal and hepatic studies should be performed 

All infections due to Group A beta-hemolytic 
streptococci should be treated for at least 10 days 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisable to 
avoid giving tetracycline in conjunction with peni- 
cillin. 


ADVERSE REACTIONS. Gastrointestinal: Ano- 
rexia, nausea, vomiting, diarrhea. glossitis, dys- 
phagia, enterocolitis. and inflammatory lesions 
(with monilial overgrowth) in the anogenital region. 

These reactions have been caused by both the 
oral and parenteral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. 
Exfoliative dermatitis has been reported but is un- 
common. Photosensitivity is discussed above. (See 
"Warnings. ) Renal toxicity: Rise in BUN has been 
reported and is apparently dose related. (See 
"Warnings. ) Hypersensitivity reactions: Urticaria, 
angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis and exacerbation of systemic 
lupus erythematosus. Bulging fontanels have been 
reported in young infants following full therapeutic 
dosage. This sign disappeared rapidly when the 
drug was discontinued. Blood: Hemolytic anemia. 
thrombocytopenia, neutropenia and eosinophilia 
have been reported. CNS: (See Warnings. ) When 
given over prolonged periods. tetracyclines have 
been reportedto produce brown-black microscopic 
discoloration of thyroid glands. No abnormalities 
of thyroid function studies are known to occur 


DOSAGE AND ADMINISTRATION: ORAL. Therapy 
should be continued for at least 24-48 hours after 





symptoms and fever have subsided 

Concomitant therapy: Antacids containing 
aluminum. calcium. or magnesium impair absorp- 
tion and should not be given to patients taking oral 
tetracycline. 

Studies todate have indicated that the absorption 
of MINOCIN is not notably influenced by foods and 
dairy products 

In patients with renal impairment: (See Warn- 
ings. ) Total dosage should be decreased by reduc- 
tion of recommended individual doses and/or by 
extending time intervals between doses 

In the treatment of streptococcal infections. a 
therapeutic dose of tetracycline should be adminis- 
tered for at least 10 days. 

ADULTS: The usual dosage of MINOCIN minocy- 
cline HCI is 200 mg initially followed by 100 mg 
every 12hours Alternatively. if more frequent doses 
are preferred. two or four 50 mg. capsules may be 
given initially followed by one 50 mg capsule four 
times daily 

CHILDREN: Theusualdosage of MINOCIN mino- 
cycline HCl is 4 mg. /Kg initially followed by 2 mg / 
Kg every 12 hours. 

Fortreatment of syphilis. the usual dosage of 
MINOCIN should be administered over a period of 
10-15 days. Close followup. including laboratory 
tests. is recommended 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN. administered as 200 mg 
initially followed by 100 mg. every twelve hours for 
a minimum of 4 days. with post-therapy cultures 
within 2-3 days 

In the treatment of meningococcal carrier state 
recommended dose is 100 mg every 12 hours for 
five days 


DOSAGE AND ADMINISTRATION: INTRAVE- 
NOUS. Note: Rapid administration isto be avoided 
Parenteral therapy is indicated only when oral 
therapy is not adequate or tolerated. Oral therapy 
should be instituted as soon as possible If intrave- 
nous therapy is given over prolonged periods of 
time. thrombophlebitis may result 

ADULTS: Usual adult dose: 200 mg. followed by 
100 mg. every 12 hours and should not exceed 
400 mg. in 24 hours The drug should be initially dis- 
solved andthen further diluted to 500-1,000 cc. with 
either Sodium Chloride Injection USP. Dextrose 
Injection USP, Dextrose and Sodium Chloride In- 
jection USP, Ringers Injection USP, or Lactated 
Ringers Injection USP but not in other solution 
containing calcium (a precipitate may form). 

The reconstituted solutions are stable at room 
temperature for 24 hours without significant loss of 
potency. Any unused portions must be discarded 
afterthat period The final dilution for administration 
should be administered immediately 

CHILDREN: Usual pediatric dose: 4 mg /kg. fol- 
lowed by 2 mg./kg. every 12 hours 

In patients with renal impairment: (See Warn- 
Ings. ) 

Total dosage should be decreased by reduction of 
recommended individual doses and/or by extend- 
ing time intervals between doses 


HOW SUPPLIED. Capsules —Minocycline Hydro- 
chloride equivalent to 100 mg. Minocycline Hard- 
shell purple and orange. Bottles of 50 and 100; Unit 
Dose 10 x 10's. Product No. 5301 

Minocycline Hydrochloride equivalent to 50 mg. 
Minocycline. Hardshell orange. Bottles of 100 and 
Unit Dose 10 x 10s. Product No. 5300. 

Syrup— Minocycline Hydrochloride equivalent 
to 50 mg. Minocycline per teaspoonful (5 cc ). Pre- 
served with propylparaben 0.10% and butylparaben 
0.06% with Alcohol USP 5% v/v. Custard-flavored in 
bottles of 2 fl. oz. Product No. 5313 

Intravenous —100 mg. vials of sterile cryodesic- 
cated powder. Product No. 5305 (Combined 5/73) 


MILITARY FSN 6505-149-0574 100 mg I.V. 


MILITARY FSN 6505-003-5112 
VA FSN 6505-003-5112A 100 mg ames 
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Washing with Fostex® Cream, Cake, or new Liquid gently peels the skin while 
it degreases and helps dry oily complexions. Fostex therapy is flexible to 
fit any acne regimen you may select for grades |, Il, and Ill. 
Recommended by dermatologists for 18 years... Fostex medicated acne wash 
is now available in three forms: Cream, Cake and new Liquid. 


Supplied: Fostex® Cream acne skin cleanser and dandruff shampoo 4% oz. jars 
Fostex® Cake acne skin cleanser 3% oz. bars 


Fostex® Liquid acne skin cleanser and shampoo 5 oz. bottles 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14913 


Contains: SEBULYTIC® brand of soapless cleansers and wetting agents; micropulverized sulfur 296; salicylic acid 296 
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Special Editorial 
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The National Program for Dermatology” 


A Progress Report 


he following is a summary of 

some of the major activities of 
the National Program for Dermatol- 
ogy during the past year and also a 
summation of some of the substantial 
challenges we face. It is anticipated 
that this will be a fair assessment of 
our present status. Consequently, em- 
phasis will be placed not only on some 
of the notable successes, but also on 
a number of areas where we are cur- 
rently remiss by virtue of our failure 
to have as yet developed a positive re- 
sponse to a clearly identifiable prob- 
lem. 


That we are being subjected to an 


increasing barrage of external pres- 
sures is clear when we look at some of 
the major health policy decisions that 
are currently under consideration by 
legislators and health administrators: 
national health insurance, maldistri- 
bution of physicians, influx of foreign 
medical graduates, peer review regu- 
lations and guidelines, medical spe- 
cialty recertification, efforts to regu- 
late the supply of medical specialists, 
controls of the level of physician 
reimbursement, reduction of federal 
funds for medical student education 
and training of academic and re- 
search physicians, increased Food and 
Drug Administration (FDA) regu- 
lations and restrictions, increased 
controls of cosmetic industry, manda- 
tory continuing education programs, 
problems of professional liability, role 
of the physician's assistant, and low 


levels of minority-group physician 


*Based on an address presented at the Execu- 
tive Session of the American Academy of Der- 
matology, Chicago, Dec 3, 1973. 
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training. All of these decisions will 
have a profound impact on the future 
of our specialty and, indeed, all spe- 
cialties for that matter. When one 
stops to consider the accelerating 
pace of federal intervention in health 
policy decisions, it is tempting to re- 
call the old adage "the world is too 
much with us." Yet the time is long 
past when we can withdraw into our 
shell, and if we are to have any im- 
pact on the decision-making process, 
we must address our thoughts to each 
of these problem areas, assemble 
data, and develop positive approaches 
that wil most accurately reflect the 
best interests of the dermatologist 
and patients with cutaneous dis- 
orders. Now it would be foolish to be- 
lieve that it is possible to forestall 
federal intervention in health affairs, 
but unless we attempt to exercise 
some measure of self-determination, 
we will become an easy prey to the 
self-seeking motives of others who 
have little understanding or concern 
for the problems that skin disease 
presents to our population. Some of 
the decisions that are to be made will 
be unpalatable to many of us, and 
where we cannot forestall such deci- 
sions, we must plan ways to cushion 
their impact on our specialty and de- 
velop adaptive programs to effect an 
orderly transition. There may be 
some who will adopt a nihilistic and 
cynical attitude toward our ability as 
a small specialty to influence national 
health policy decisions. However, if 
we can develop imaginative volun- 
tary approaches to some of these 
problems, we may, through education, 


be able to exercise a leadership role in 
some of these areas. There is pres- 
ently one particular area in which we 
are prepared to exercise a leadership 
role and that is in the area of dealing 
with the problem of maldistribution 
of physicains with the advent of our 
comprehensive placement bureau 
data. 

Some of the major activities of the 
National Program during 1973 follow: 
formation of an advisory board, for- 
mation of a legislative liaison 
committee, FDA subcommittee reor- 
ganization, dermatology placement 
service development, contact derma- 
titis patch test kit, home study course 
project, development of Profession- 
al Standards Review Organization 
(PSRO) guidelines, collation of nation- 
al health survey data, postgraduate 
symposium at the American Medical 
Association meeting, science writers 
and beauty editors symposium, devel- 
opment of educational programs for 
schools, basic science teaching series, 
completion of self-assessment exami- 
nation, supervision of the film "The 
Outer Limits,” and a human hair 
symposium. It should be emphasized 
that there are, in addition, a large 
number of other activities not listed 
or covered in the subsequent discus- 
sion. 

The Advisory Board to the Nation- 
al Program, composed of represent- 
atives from the many local, state, and 
regional societies, is now a reality. 
After an organizational meeting in 
the spring, the first formal meeting 
of the board was held on Dec 2, 1973. 
Harry Hurley, MD, and his organizing 
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committee are to be congratulated for 
their outstanding efforts in preparing 
the way so well for this group to come 
into existence. The National Program 
has for too long been operating in a 
vacuum, and we think that we now 
have a means whereby we can obtain 
advice and information from these 
many important societies concerning 
what problems we should be address- 
ing to our attention. The National 
Program Council pledges its willing- 
ness to listen to and be guided by its 
new Advisory Board and will hear a 
report from the Advisory Board at a 
retreat scheduled in January in Bos- 
ton to review goals and objectives. In 
addition, we envision that the Advi- 
sory Board will play a key role in 
implementation of some of the pro- 
gram's activities and will ultimately 
develop projects of its own. 

The Legislative Liaison Committee, 
under the leadership of J. Lamar Cal- 
laway, MD, has been actively mon- 
itoring the potential effects of health 
legislation at a national level on our 
specialty. The committee believes 
that it should prepare a comprehen- 
sive position paper on national health 
insurance, which would include a 
careful analysis of each of the na- 
tional health insurance proposals now 
before Congress. This paper will con- 
sider the relative merits and dis- 
advantages of each proposal from the 
standpoint of the dermatologist. Af- 
ter discussion at a local level and ap- 
proval by the council and the Acad- 
emy Board of Directors, this paper 
can form the basis for an official rec- 
ommendation for support of that pro- 
posal, which is thought to be, from the 
overall standpoint, in the best inter- 
ests of the specialty. 

The FDA Subcommittee, headed by 
Peter Horvath, MD, has established a 
means whereby our specialty may re- 
spond more effectively to actions by 
the FDA that threaten to eliminate 
medications believed to be useful and 
reasonably safe by the majority of 
dermatologists. This provision in- 
cludes a panel of corresponding con- 
sultant dermatologists appointed by 
the local, state, and regional societies 
and a panel of experts in the pharma- 
cology of these medications. Adminis- 
trators at the FDA have expressed 
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their willingness to listen to the ad- 
vice of Dr. Horvath's subcommittee. 

The Manpower Unit, under the di- 
rection of Francis Lynch, MD, with fi- 
nancial and technical assistance from 
Owen Laboratories, has developed a 
very sophisticated placement service 
to assist young dermatologists in res- 
idency training and others desirous of 
changing their practice location in 
the selection of a location where they 
wil be needed and which is best 
suited to their interests. A 500-page 
brochure has been prepared with de- 
tailed information on several hundred 
communities in the United States 
that have been identified as being in 
need of dermatologists. This place- 
ment information will be updated 
yearly, and by this means, it is hoped 
that young dermatologists will be at- 
tracted to these needy communities. 
The importance of this project cannot 
be too strongly emphasized, for unless 
we voluntarily attempt to correct the 
problem of maldistribution of special- 
ties, it is probable that legislation will 
be enacted eventually that will com- 
pel us to do so. Our attempt to volun- 
tarily resolve this problem through 
the placement service will put us in 
the forefront of other specialties. 

It is a pleasure to announce that 
the Contact Dermatitis Task Force 
has developed a contact dermatitis 
patch test kit that is soon to be dis- 
tributed, without charge, to all der- 
matologists who wish to have it. The 
development of this kit and its pro- 
duction has been funded by Johnson 
& Johnson, and it is now in the final 
stages of preparation for distribu- 
tion. This kit represents the culmina- 
tion of much thoughtful planning by 
the North American Contact Derma- 
titis Group and will use what the 
group thinks is the most advanced de- 
livery system for contact allergens 
now available. 

The Task Force on Educational 
Programs for Dermatologists, which 
initiated the development of the self- 
assessment examination, has in the 
past year turned its attention to the 
development of a series of home- 
study courses for dermatologists and 
is in the process of completion of the 
first such course on hand eczema. This 
is being undertaken with funds sup- 


plied by Syntex Laboratories. 


The Peer Review Task Force, under - 


the leadership of Adolph Rostenberg, 
MD, has completed tentative guide- 
lines for two cutaneous disorders that 
at times require hospitalization: pso- 
riasis and mycosis fungoides. The 
task force is following the recommen- 
dations of the AMA to devel4p guide- 
lines for those cutaneous disorders 
that account for 75% of the hospital 
admissions for dermatologic disease. 
Before any guidelines are formally 
adopted, they will be subject to gen- 
eral discussion by the membership. It 
should be understood that any such 
guidelines are not binding upon indi- 
vidual local PSRO units but can pro- 
vide a framework on which the local 
units can structure their own PSRO 
guidelines. 

The Data Collection Unit, under 
the direction of Marie-Louise John- 
son, MD, is currently processing pre- 
liminary data derived from the na- 
tional health survey on the incidence 
and geographic distribution of skin 
disease in the United States. These 
data are the first to be processed from 
this comprehensive survey, and while 
the survey is not yet complete, they 
will provide a very important early 
assessment of the dimensions of the 
problem of skin disease in this coun- 
try. This information will assist us 
immensely in planning for the pro- 
jected needs for dermatologic man- 
power and support of dermatologic 
research. 

It is not possible to summarize ade- 
quately all of the other activities of 
the National Program nor the many 
other projects now underway. In- 
stead, we should examine those areas 
in which we are active and also those 
areas in which we must soon become 
active in planning, in gathering 
needed information, and in develop- 
ing options and imaginative ap- 
proaches. 

As noted earlier, we are coming to 
grips with the question of national 
health insurance in the form of a po- 
sition paper. Perhaps we need to con- 
sider the possibility of developing a 
package of ambulatory care benefits 
that would be incorporated into any 
final program that would ensure ade- 
quate benefits for the majority of our 
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patients. 

Our placement bureau project is a 
good beginning, but not the ultimate 
resolution of the problem of maldis- 
tribution of dermatologists, and we 
have, as yet, established no recom- 
mendations dealing with the question 
of the role of the foreign medical 
gradua 

We areNnoving ahead to develop 
preliminary guidelines for peer re- 
view, but we have to date no compre- 
hensive program for continuing edu- 
cation that can effectively answer the 
problems that recertification will 
present, should this become an estab- 
lished policy at some future time. 

The federal policy-makers are now 
taking a hard look at the need to 
regulate the supply of medical spe- 
cialists. This raises the whole issue of 
projected manpower needs in all spe- 
cialties. As a result of the early re- 
trieval of information from the na- 
tional health survey, we will be in a 
better position than almost any other 
specialty to estimate our true man- 
power needs. 

The federal regulation of physician 
reimbursement, as a result of Cost of 
Living Council decisions, is a problem 
at this time. We are planning to ob- 
tain statistically significant data on 
the increased overhead expenses in- 
curred by dermatologists for their of- 
fice practice in relation to general 
cost of living increases and to make 
these data available to the proper au- 
thorities. 

We have, as yet, no positive pro- 
gram to contend with the reduction in 
federal support for education and re- 
search but must try to find effective 
alternatives. 

Our relationship with the FDA has 
already been discussed, and we have 
established a continuing dialogue 
with the cosmetic industry that may 
ultimately prove beneficial to both 
groups. 

By virtue of membership in the 
newly formed Medical Liability Com- 
mission, we may be hopeful that some 
resolution of some of these problems 
may accrue. We have made very ten- 
tative steps toward defining the role 
of the physician's assistant in derma- 
tology. We are planning to enhance 
recruitment of minority physicians 
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into our specialty. 

We have not been as successful as 
we might have hoped in developing 
projects that will assist the dermatol- 
ogist in rendering more efficient ser- 
vice to his patients, and we anticipate 
that our new Advisory Board will as- 
sist us in this essential effort. In addi- 
tion, we have much more to do to im- 
prove the image of the dermatologist 
in the eyes of the health consumer 
and our colleagues in other disci- 
plines. We need to devote more of our 
energies to public education pro- 
grams of a preventive nature. 

It is appropriate, in conclusion, to 
render a brief accounting of the 
National Program's expenditure of 
funds during the past year. For the 
12-month period ending Aug 31, 1973, 
the actual expenditures, by divisions 
and units, were as follows: 


Executive Director's Office $51,452 
Division of Education 
and Communication 12,858 


Division of Medical Services 1,325 


Division of Public Relations 10,384 
Division of Research 6,573 
Division of Finance 941 
Data Collection Unit 6,570 
Manpower Unit 3,359 
Council 10,937 
Special Projects $12,971 
Total $129,370 


In recognition of the fact that such a 
presentation does not reflect an accu- 
rate picture of exactly to what uses 
these monies were put, these are cate- 
gorized here: 
Salary—executive director $28,500 
Salaries—clerical (all offices) 20,898 
Rent, taxes, insurance 5,585 
Professional services 24,640 
(accounting, public relations, etc) 


Equipment purchase 1,519 
Communication 
Telephone 3,647 
Printing 15,169 
Travel 15,396 


Miscellaneous (postage, supplies, 
meeting expenses, special projects, 
freight, etc) $14,016 

Total $129,370 

The important fact to recognize is the 
disproportionately large expenditure 
in the category labeled "communica- 
tion." Communication also consti- 
tutes a large share of such categories 
as clerical help and miscellaneous ex- 
penses. Please bear in mind the fact 
that the National Program member- 


ship of 450 volunteers is spread out 
over the entire continent of North 
America. In order for anything to be 
accomplished, we must maintain com- 
munication, and this accounts for 
such large expenditures in this cate- 
gory. Reimbursement for travel ex- . 
penses for attending meetings indi- 
viduals would ordinarily attend is not 
given. 

Finally, it is of interest to review 
the resources contributed to the Na- 
tional Program since its inception 
here: 


From American Academy of Derma- 


tology 
1969 $40,000 
1970 85,000 
1971 85,000 
1972 90,000 
1978 90,000 
Total $390,000 


From other dermatologic societies 
American Dermatologic 


Association (1973) $5,000 
Society for Investigative 

Dermatology (1973) $2,000 
Total $7,000 


From pharmaceutical industry 
for special projects 


Schering Corporation $96,000 

Schering Foundation 9,000 

Syntex Corporation 120,000 
(anticipated) 

E. R. Squibb & Sons 32,000 

Owen Laboratories 27,000 

Warner-Lambert 1,000 

Johnson & Johnson 195,000 

Dome Laboratories 3,500 
(anticipated) 

Total $483,500 


The fact that should be emphasized is 
that every dollar contributed by 
members of the academy has been 
matched by $1.25 generated by the 
National Program from industry for 
special projects to benefit dermatol- 
ogy. This would seem to be a very 
good return on an investment in our 
future. There is no way to estimate 
the dollar value of the thousands of 
man-hours donated by the 450 busy 
people who have contributed their 
time and resources without compen- 
sation. The amount is truly stagger- 
ing and the Council of the National 
Program can only respond by an ex- 
pression of profound gratitude to 
these many dedicated individuals. 
PEYTON E. WEARY, MD 
Charlottesville, Va 
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Original Contributions 


Photobiology of Psoriasis 


Wavelength Dependence 


William K. Stern, MD, George Kihiczak, MD, New York 


The effects of various wavelength 
ranges of ultraviolet radiation (UVA, 320 
to 400 nm; UVB, 290 to 320 nm; and UVC, 
200 to 290 nm) on psoriatic plaques were 
studied. UVA, UVB, and UVC individually 
induced no clinical or histologic re- 
sponse. However, using a combination of 
UV (A and B) in a proportion mimicking 
summer sunlight, a beneficial effect was 
noted using clinical and histologic crite- 
ria. Clinically, one sees an area of clear- 
ing in a psoriatic plaque corresponding to 
the site of UV irradiation. Histologic im- 
provement is observed as diminished 
acanthosis and parakeratosis and a dis- 
appearance of Munro microabscesses. 
No beneficial response was elicited in pa- 
tients whose disease was exacerbated 
during the summer months. 


1 1925, Goeckerman' first re- 
ported the beneficial effects of tar 
and ultraviolet radiation (UV) on the 
course of psoriasis. Since then, this 
modality has, in one form or another, 
been a part of the therapeutic regi- 
men for psoriasis. Recently, however, 
the value of UV has been questioned. 
Bowers et al? using a medium-pres- 
sure hot quartz apparatus and various 
tar preparations, attempted to show 
an added benefit of tar and UV used 
together. In 1972, Young? was not 
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able to demonstrate any specific ben- 
efit with the use of UV. He concluded 
that UV alone did not alter the course 
of psoriasis. Both Bowers et al’? and 
Young? stated that the active portion 
of the UV spectrum lies below 320 
nm—whether UVB (290 to 320 nm) or 
UVC (200 to 290 nm) was not made 
clear. 

In view of these elegant studies, 
the observation that a large number 
of patients with psoriasis improve 
with sun exposure, such as occurs dur- 
ing the summer months in the north- 
east United States, cannot be lightly 
disregarded. Beginning with the be- 
lief that we must accept this observa- 
tion at face value, this study was ini- 
tiated so that we may better define 
the biologic action spectrum with re- 
spect to psoriasis. 


Patient Selection 


Inpatients and outpatients seen at 
the Metropolitan Hospital Center 
who had stable, biopsy-documented 
plaque psoriasis were studied. None 
of the subjects had any therapy for at 
least the previous six months, and 
none had used any known topical or 
systemic photosensitizers. Six pa- 
tients who satisfied these criteria 
were included in the study. Two gave 
a history of exacerbation during the 
summer months, one of whose disease 
began in the summer. Prior to UV ir- 
radiation five patients were pre- 


treated with the use of oil baths for 
two days. This had the effect of sub- 
stantially reducing the loose, thick 
scaling. The remaining patient re- 
ceived irradiation through thick 
plaques that were not pretreated. 


Ultraviolet Source 


A 150-w alternating current xenon 
arc solar simulator was the source of 
UV radiation in the 290- to 400-nm 
range. The physies of the instrument 
has been described previously.* Inter- 
posing a filter (Schott WG-345) per- 
mits transmission of UV A (320 to 400 
nm). At a 45-mm focal distance, the 
calculated energy at the skin is 56.3 
mw/sq em as UVA and 72.8 mw/sq 
em as UV (A and B). Irradiation with 
UVB (290 to 320 nm) is accomplished 
with the use of a focal distance of 35 
mm and by placing a 2-mm first-order 
interference filter in the light beam. 
Its peak transmission is 307 nm, with 
a band width extending from 280 to 
335 nm. The calculated output for 
UVB is 5.4 mw/sq cm. A cold quartz 
lamp (Fisher 88) was the source of 
UVC irradiation. At 10 em focal dis- 
tance, the energy output is 5.55 
mw/sq cm. 


Methods 


Using the xenon arc, the minimal ery- 
themal dose (MED) and response to a 
fixed dose of UVA were performed on the 
uninvolved skin of the back, as described 
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Fig 1.—Partial clearing seen at site of UV (A and B) irradiation. Compare to UVB site at 


right, 48 hours after irradiation. 
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Fig 2.—Unirradiated control site from patient A (hematoxylin-eosin, x 35). 


previously.’ Irradiation times ranged from 
30 to 120 seconds, each dose being 40% 
greater than the previous. Evaluations 
were performed 24 hours after UV. 
Irradiation of individual psoriatic 
plaques was carried out using an alumi- 
num shield, which permitted a 1-cm spot of 
UV, using fixed doses of UV. In this study, 
only a single irradiation period was used. 
In this manner, we thought that the likeli- 
hood of a Koebner phenomenon was min- 
imized. The plaque irradiation times were 
as follows: UV A, three minutes; UVB, two 
minutes; UV (A and B), two minutes; 
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UVC, two minutes. Each plaque served as 
its own control, the periphery remaining 
unirradiated. 

In two patients, individual plaques were 
irradiated with UVA, UVB, and UV (A 
and B); three patients underwent plaque 
irradiation using UVA, UVB, UV (A and 
B), and UVC; and one patient (who had no 
prior therapy at all) underwent plaque ir- 
radiation to UVA, UVB, UV (A and B), 
and UVC in duplicate. A total of 26 plaques 
were thus irradiated. 

Clinical evaluations were performed 
daily for one week following UV and were 


followed up photographically. ' 

Biopsy specimens taken from the irra- 
diated sites were in all instances compared 
to the unirradiated periphery of that same 
plaque. Biopsies were done on the follow- 
ing sites: the site of UV (A and B) and the 
periphery of the plaque from patient A at 
24 hours after UV; the sites of UVA, UVB, 
UV (A and B), UVC, and their controls 
from patient F at 48 hours after UV; the 
site of UVC irradiation on uninvolved skin 
from patient F. 


Results 


The average MED was 120 seconds 
(Table and Fig 1 to 5). This compares 
to 60 seconds in a control population 
with the use of the xenon arc in this 
laboratory. The response to UVA on 
uninvolved skin was normal in five 
subjects (ie, no response seen). How- 
ever, patient C developed an erythe- 
matous, scaling patch resembling pso- 
riasis at the UVA irradiated site. 
This patient had persistent summer 
exacerbations. Further, this patient 
developed increased scaling at the 
site of plaque irradiation using UV 
(A and B). 

In no ease did any plaque irra- 
diated with either UVA, UVB, or 
UVC show any clinical response. 
Other than an increased perivascular 
infiltrate when compared to the 
unirradiated controls, there were no 
marked histologic alterations using 
these wavelength ranges. Indeed, the 
intense epidermal changes seen after 
UVC on uninvolved skin were not 
noted in the similarly irradiated 
plaque in patient F. 

In three patients, clearing was seen 
at the site of UV (A and B) plaque ir- 
radiation. This response began 24 
hours after UV, was maximal by 48 
hours, and remained for one week. 
The two patients with summer exac- 
erbations showed no clearing, nor did 
the patient who was not given pre- 
treatment. Biopsy specimens from 
patient A taken at 24 hours from the 
clearing site revealed diminished hy- 
perkeratosis, an absence of Munro 
microabscesses, dyskeratotic "sun 
burn” cells in the upper spinous layer, 
diminished acanthosis, and an in- 
creased perivascular infiltrate of 
lymphocytes when compared to the 
unirradiated control. Although no 
clinical change was discernible in the 
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Clinical Data on Subjects 


Plaquet 
MED UVA € 


(Seconds) Responset UVB UVC UV (A & B) 
> 120 0 0 ND 5 


Subject, Age 
(yr), Sex* 


A, 51, M 


Comment 
Clearing continued 


B, 39, M 2 120 


C, 43, M 120 


D, 36, M 
E, 45, M 
F, 60, F 


ND 


Increased 
scale 


* Subject A was white; subjects B through F were Puerto Rican. 


t 0, no response; +, clearing; ND, not done. 


irradiated sites of patient F using 
UV (A and B), the histopathologic 
differences that were evident 48 hours 
after irradiation were striking. The 
most prominent change in the irra- 
diated site was diminished acan- 
thosis. The dyskeratotic cells seen in 
the upper Malpighian layer after 
plaque irradiation of UV (A and B) in 
patient A are not evidenced here. 


Comment 


The data collected in this study are 
summarized as follows: (1) An in- 
creased quantity of UV irradiation is 
required to elicit a minimal erythe- 
mal response on uninvolved skin of 
some psoriatic patients. (2) Using a 
fixed, low, single dose of UV to indi- 
vidual plaques, UVA, UVB, and UVC 
did not induce a clinically beneficial 
response. (3) Plaque irradiation using 
UV (A and B) in a proportion mim- 
icking summer sunlight resulted in 
clinical benefit in three of six pa- 
tients. (4) Of two patients whose dis- 
ease showed summer exacerbation, 
one developed an abnormal response 
to UVA on uninvolved skin as well as 
showing an increased amount of scal- 
ing of the plaque at the UV (A and 
B)-irradiated site. 

The small number of patients in 
this study precludes a definitive 
statement concerning the increased 
MED (twice that found in our labora- 
tory using the same instrument). In- 
terestingly, patient F who never had 
been treated previously had an MED 
in our normal range. Either long- 
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for 6 days; biopsies 
performed 24 hr after UV 


0 Eruption began 


in summer 


History of summ 
exacerbation 


UV performed 
through marked 
hyperkeratotic 
plaques 








Fig 3.—UV (A and B)-irradiated site; biopsy specimen taken at 24 hours after UV, at 
which time clinical clearing is first seen. Note differences from Fig 2 (hematoxylin-eosin, 
x 35). 


standing disease or  antipsoriatic 
therapy, or both, may affect the er- 
ythemal response to UV. 

That there may be a degree 
of dermoepidermal interdependence 
acting to maintain the psoriatic state 
is suggested by the reaction of 
plaques to the various wavelength 
ranges. In no lesion was there any 
modifieation of the psoriatic process 
using UVC, UVB, or UVA irradia- 
tion. On the other hand, three of six 
patients showed a beneficial response 
to UV (A and B) plaque irradiation, 


manifested by clearing and by histo- 
logic improvement, and one showed 
worsening of the disease at the site of 
UV (A and B). This latter individual 
gave a history of summer exacerba- 
tion. The anatomic site of injury to 
UVA has been considered to be pri- 
marily dermal, whereas UVC is pre- 
dominantly an epidermal process. 
The UVB shows a definite papillary 
vascular response associated with 
consistent epidermal alteration.’ In 
the low-dose ranges used in this 
study, the data suggest that both the 
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epidermis and the dermis must be 
modified at the same time in order to 
alter the course of psoriasis. 

Finally, one other observation re- 
quires comment. The histologic re- 
sponse of uninvolved skin to a fixed 
dose of UVC irradiation resembles a ` 
phototoxie response. No such altera- 
tions occurred on a psoriatic plaque. 
The psoriatic scale apparently acts as 
an effective physical (or physico- 
chemical) barrier to UVC. The pres- 
ence of dyskeratotic cells in a plaque 
from patient A after UV (A and B) 
but not in a similarly irradiated 
plaque in patient F (who was irra- 
diated through a marked degree of 


Ls 


de Š d % J ha S x. hyperkeratosis) gives more credence 
p n yh rr to the barrier function of psoriatic 
a bY ne, Oe scale to UVC and UVB. 
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Propyl Gallate-Contact Sensitization 
and Orally-Induced Tolerance 


Guinter Kahn, MD; Praphan Phanuphak, MD; Henry N. Claman, MD, Denver 


Propyl gallate, a ubiquitous topical 
product in industry, and an agent com- 
monly found in food and cosmetics, 
caused contact dermatitis in five of ten 
people who applied it for about 20 days. 
Experiments in guinea pigs showed that 
propyl gallate has a contact sensitization 
potential comparable to that of dinitro- 
chlorobenzene. 

Although propyl gallate has been used 
as a major antioxidant in fatty materials 
since 1947, we have found no reports of 
contact sensitization in the United States. 
We propose that induced immunological 
unresponsiveness (tolerance) is respon- 
sible for this lack of overt clinical illness. 
An experimental model of tolerance has 
been established to support this hypothe- 
sis, in that we have induced specific unre- 
sponsiveness by feeding propyl gallate to 
sensitized guinea pigs. 


qe gallate has been used 
commercially since 1947 as an an- 
tioxidant to stabilize fat-containing 
substances. Many foods, cosmetics, 
and pharmaceuticals containing fats, 
oils, perfumes, and flavoring agents 
would undergo degradation were it 
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not that antioxidants are effective 
reducers of oxidative deterioration, 
which causes rancidity.' 

Oxidative rancidity occurs when 
oxygen reacts with unsaturated por- 
tions of fatty acid esters to form 
peroxides and hydroperoxides, which 
have characteristic "off" flavors. This 
auto-oxidation is believed to occur by 
free radical and chain mechanisms 
that are catalysed by heat, light, and 
metals.* 

It is known that ultraviolet light 
(UVL) ean form free radicals in the 
skin? Membranes of the skin form 
lipid peroxides when the structural 
lipid of the cell wall is damaged by 
UVL, and oxygen is used in this 
photoreaction. Therefore, many 
chemicals, which are known to inhibit 
free radical formation and auto-oxi- 
dation, were evaluated for the protec- 
tion from UVL damage that they 
may provide. 

Specific hope that propyl gallate 
might inhibit such radiation-initiated 
damage was inspired by Russian re- 
ports that propyl gallate reduced ra- 
diation damage to rat spleen DNA by 
40 to 50%, and that propyl gallate pro- 
tected the growth capability of potato 
eyes that had been subjected to 
gamma radiation.** 

The effectiveness of propyl gallate 
as a protectant against UVL in vitro 
and in vivo is detailed in another ar- 
ticle.: However, before considering a 
topical product for public use, its tox- 
icity must be evaluated. Heretofore, 


there were less than 12 cases of con- 
tact sensitivity to gallate ester re- 
ported by two authors from Europe.'* 
Since propyl gallate "contacts" vir- 
tually everyone, this magnitude of 
topical toxicity is miniscule. With this 
prejudiced background, we report our 
study on contact dermatitis to propyl 
gallate. | 


Human Studies 


20% Propyl Gallate.—Method.—Ten 
white adults applied 20% propyl gal- 
late in 70% ethyl alcohol, a super satu- 
rated solution, to a l-sq cm area of 
their forearm daily for about 24 days. 
Each participant was told to stop the 
application if itching or redness oc- 
curred. The volunteers, who were part 
of the medical personnel, were exam- 
ined and asked about signs and symp- 
toms twice a week. 

Results.—For 14 days, there were 
neither signs nor complaints of pru- 
ritus or redness. In the third and 
fourth week of the study, five partici- 
pants complained of pruritus and er- 
ythema. In three cases, the erythema 
and pruritus were minimal and sub- 
sided in a few days. However, in two 
cases, the eruption and symptoms 
spread up the arm and onto the neck 
and trunk during a period of three to 
four days, even though the affected 
subjects had stopped applying the 
propyl gallate after the initial symp- 
toms occurred (Fig 1). Both of these 
volunteers refused systemic cortico- 
steroid therapy; they applied 0.1% tri- 
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amcinolone topically, and the erup- 
tions cleared in about three weeks. 

2% Propyl Gallate and 2% Lauryl 
Gallate.—Method.—Solutions of 2% 
propyl gallate and 2% lauryl gallate 
were applied as patch tests onto the 
forearms of two of the mildly sensi- 
tive xeactors and 25 nonsensitized 
contro iets The patches were re- 
moved after 48 hours. 

Results.-All control subjects 
showed neither redness nor symp- 
toms, but both sensitized subjects had 
mild (grade 1) positive reactions to 
both products. Therewith, it became 
apparent to us that the 2% solution of 
propyl gallate is adequate for human 
patch testing, and that lengthening 
the 3 carbon propyl carbon chain to a 
12 carbon lauryl chain did not sub- 
stantially reduce the antigenicity of 
the product. Both of these findings 
concur with the findings of European 
authors.'* 


Guinea Pig Studies 


Intradermal Sensitization.—Hartley 
strain female guinea pigs, weighing 
500 to 600 gm were sensitized by in- 
tradermal injection of 0.1 ml of 596 
propyl gallate in complete Freund ad- 
juvant (CFA). Three injections were 
given on alternate days into the 
clipped skin of the back. Control 
guinea pigs were given three intra- 
dermal injections of CFA according 
to the same schedule. 

Epicutaneous ^ Testing.—Method.— 
Both sensitized and control guinea 
pigs were challenged on the tenth day 
after the last intradermal sensi- 
tization, according to the method of 
Magnusson and Kligman. Three 
drops (about 0.05 ml) of 2%, 0.5%, and 
0.1% of propyl gallate in 70% an- 
hydrous alcohol were applied on the 
clipped skin of the anterior portion of 
the chest wall. The chemical was 
spread with a glass rod on an area of 
about 200-sq mm. The test sites were 
demarcated with carbolfuchsin dye 
and were wrapped by a strip of plas- 
tic tape that was firmly secured for 24 
hours by an elastic bandage. The re- 
action was read at 24 hours (at least 
two hours after removing the band- 
age) and 48 hours. The following cri- 
teria were used: no reaction, 0; patchy 
erythema, 1; confluent erythema, 2; 
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gallate in guinea pig immunized with pro- 
pyl gallate in complete Freund adjuvant, 
24-hour reaction. 
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Fig 3.—Structural formulae of pyrogallol 
and propyl gallate. 


and confluent erythema and indura- 
tion, 3. 

Results.—As shown in Table 1, in- 
tradermal injection of propyl gallate 
in CFA strongly sensitized the 
guinea pigs. The reaction was max- 
imum at 24 to 48 hours (Fig 2) and 
gradually subsided within 7 to 10 
days. Retesting of the skin three 


months later still gave comparable re- 
activity. The reactivity did not cross- 
react with pyrogallol, gallic acid, or 
methyl gallate, but weakly cross-re- 
acted with lauryl gallate. 

Epicutaneous  Sensitization.— Meth- 
od.—Two guinea pigs were sensi- ' 
tized by the epicutaneous route. 
Three drops (about 0.05 ml) of 20% 
propyl gallate in 7076 anhydrous alco- 
hol were applied on the clipped skin of 
the shoulder girdle. An occlusive 
dressing was applied for a period of 
24 hours following each painting. A 
total of three paintings was given, 
with two days between each painting. 
Two weeks after the last epicu- 
taneous sensitization, the animals' 
skin was tested with 5%, 1%, and 0.1% 
propyl gallate in 70% anhydrous alco- 
hol, by the same procedure described 
previously. 

Results.—The  epicutaneous route 
was evidently a less effective means 
of sensitization at two weeks than 
was the intradermal route (Table 2). 
However, the same guinea pigs (in- 
cluding the control that had received 
only the challenging epicutaneous 
dose of propyl gallate) showed high 
reactivity (3+ reaction) when they 
were retested three months later. 

Induction of Tolerance to Propyl Gal- 
late.—Method.—Four adult guinea pigs 
were fed daily for seven consecutive 
days, through a stomach tube, with 
1.5 ml of 10% propyl gallate in a 1:10 
solution of anhydrous alcohol and 
olive oil. Two weeks after the cessa- 
tion of feeding, the animals were im- 
munized with both propyl gallate and 
DNCB in CFA, according to the in- 
tradermal injection schedule de- 
scribed previously. Sensitization to 
DNCB was done by giving three in- 
tradermal injections of 0.1 ml of 0.05% 
DNCB in CFA. Two other guinea pigs 
were immunized to propyl gallate and 
DNCB in CFA in the same manner as 
the first group, but without any previ- 
ous feeding. Contact tests for propyl 
gallate and DNCB were done on day 
10 after the last intradermal immuni- 
zation. 

Results.—As shown in table 3, all of 
the propyl gallate-fed guinea pigs 
(No. 201 to 204) did not react to pro- 
pyl gallate challenge, whereas they 
showed sensitization to DNCB that 
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was equal to, if not stronger, than 
that in the positive control group (No. 
205 to 206). 


Comment 


Propyl gallate is able to induce con- 
tact sensitization. The data from the 
guinea pig experiments indicate that 
propyl gallate is a strong contact sen- 
sitizer if given intradermally with 
CFA. The epicutaneous route of sen- 
sitization is comparatively less effec- 
tive and requires a much longer in- 
duction time. The ability to induce 
contact sensitivity by the epicu- 
taneous route is also shown by 
the data from human volunteers. 
Whether propyl gallate will behave 
like dinitrophenyl compounds," that 
is, in actively combining with skin 
protein in vivo to form proper immu- 
nizing complexes, is presently un- 
known. In spite of its propensity for 
contact sensitization, we have found 
no previous reports of propyl gallate 
contact sensitivity in the USA, and 
only two reports comprising less than 
12 persons in the world literature.'* 

The scarcity of reports is especially 
astounding because propyl gallate is 
so ubiquitous in materials that come 
in contact with human skin and mu- 
cosa. It is found in foods, cosmetics, 
and in many other grease-laden ma- 
terials. Specifically, in the USA the 
amount of propyl gallate in edibles 
and cosmetics is regulated by the 
Federal Food, Drug, and Cosmetic 
Act and by several governmental 
agencies." In general, propyl gallate 
may be added to products in no more 


Table 1.—Contact Sensitivity to 
Propyl Gallate by Intradermal Sensitization 


After 24 hr 


M M — 
2% PG 0.5% PG 0.1% PG 
3 0-1 
102 PG in CFA 3 1-2 
0 0 
104 CFA only 0 0 


intradermal 
Sensitization 


Guinea 
Pig No. 


101 PG in CFAT 


103 CFA only 





Skin Test Reaction* 
After 48 hr 


a 
2% PG 0.5% PG 0.1% PG 
0 


0 
0 


* No reaction, 0; patchy erythema, 1; confluent erythema, 2; confluent erythema and in- 


duration, 3. 


t PG indicates propyl gallate; CFA indicates complete Freund adjuvant. 


Table 2.—Contact Sensitivity to 
Propyl Gallate by Epicutaneous Sensitization 


After 24 hr 
1% PG 0.1% PG 


Guinea 
Pig No. Sensitization 


105 Epicutaneous 
106 Epicutaneous 
107 None 


5% PGT 





Skin Test Reaction* 
After 48 hr 


1% PG 0.1% PG 
0 


5% PG 


* No reaction, 0; patchy erythema, 1; confluent erythema, 2; confluent erythema and in- 


duration, 3. 
t PG indicates propyl gallate. 


than 0.02%, based on fat content (200 
ppm). Exceptions that exist by special 


regulation include chewing gum 
bases (1,000 ppm).'* 
Perhaps higher concentrations, 


such as we applied to the subjects of 
our study (2096), are needed to induce 
contact sensitization or to overcome 
the tolerance that may exist to propyl 
gallate. An antioxidant that is added 
to foods must have a low order of tox- 
icity and a high order of potency, and 


concomitantly it should lack odor or 
color during the use of the product. 
The tocopherols (vitamin E) and other 
natural antioxidants lack potency 
when compared to propyl gallate.'* 
The toxicity of propyl gallate has 
been thoroughly studied in several 
animal species. Rats, guinea pigs, and 
dogs receiving the material for ex- 
tended periods of up to two years 
show no toxic reaction." The median 
lethal dose (LD,,) of propyl gallate 


Table 3.—Induction of Tolerance to Propyl Gallate 


Skin Test Reaction* 


Attempted sensi- 


tization in CFAT 
DNCB 





After 24 Hours 


2% PG 0.5% PG 


0.1% PG 


After 24 Hours 


er — OOD 
0.1% DNCB 0.05% DNCB 0.01% DNCB 
3 


3 
3 
3 


2-3 


3 
3 
3 
3 
2 
1 
0 
2 


* No reaction, 0; patchy erythema, 1; confluent erythema, 2; confluent erythema and induration, 3. 
+ CFA indicates complete Freund adjuvant, PG indicates propyl gallate, DNCB indicates dinitrochlorobenzene. 


t A + indicates done; — indicates not done. 
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administered to rats orally is 3,800 
mg/kg, and it is 380 mg/kg when ad- 
ministered intraperitoneally. Heat- 
ing does not affect the LD,,'* The 
fact that there were almost no re- 
ports of systemically or topically in- 
duced toxicity, despite the  wide- 
spr use, gave us confidence and 
prejudicAthat propyl gallate would 
not produc contact dermatitis. Per- 
haps the repeated exposures, espe- 
cially via the oral route, such as occurs 
from chewing gum and foods, may in- 
duce tolerance in the consumer and 
prevent contact dermatitis from ex- 
pressing itself. Such unresponsive- 
ness to contactants has been de- 
scribed and is referred to as the 
Sulzberger-Chase phenomenon. 

Animals that are given the contac- 
tant orally or intravenously will not 
develop contact sensitivity to the 
Same substance when it is used to 
sensitize the same animals later." 
Our demonstration of specific toler- 
ance to propyl gallate contact sensi- 
tivity that occurs after propyl gallate 
is ingested prior to sensitization con- 
firms this hypothesis. We also have 
further evidence of tolerance at the 
cellular level: lymph node cells, taken 
from the animals that have been ren- 
dered tolerant in a similar way as in 
this study, do not respond to specific 
antigen stimulation in vitro (P. 
Phanuphak, MD; Moorhead, PhD; and 
H. N. Claman, MD, unpublished 
data). 

It would be expected that in indus- 
try, where propyl gallate is produced 
for marketing in large quantities and 
high concentrations (6% to 26%), there 
would be occasional reports of sensi- 
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tization. Whether such a strong sensi- 
tizer is being overlooked or under- 
reported is speculative. It would be an 
unprecedented case of “safety in han- 
dling” if industry could protect its 
workers for more than 25 years from 
a product whose ability to sensitize 
guinea pigs compares with that of 
DNCB. 

Gallate esters are not used in der- 
matology. Dermatologists of the pre- 
steroid era used an acidified form of 
the chemical pyrogallol (Fig 3) for the 
treatment of lupus vulgaris granulo- 
mas.'* Contact sensitization to pyro- 
gallol has been reported, but is rare.’ 
Today, pyrogallol is used in hair dyes 
as a color stabilizer; and it is also 
found in tars. It may cross-react with 
paraphenylene diamine. For patch 
testing, it is applied as a 3% aqueous 
solution.'* 

In guinea pigs, we found no cross 
sensitivity between propyl gallate 
and pyrogallol. Apparently, the esters 
of gallate cross-react with each other, 
but not with the pyrogallol base. 


This investigation was supported by the Uni- 
versity of Colorado Medical Center Institutional 
American Cancer grant IN5M3 TO672A11150, 
University of Colorado Medical Center general 
research support grant 376, Public Health Ser- 
vice grant AI-TI00013, and the Anandhamahidol 
Foundation, Thailand. 


Nonproprietary Name 
and Trademarks of Drug 


Triamcinolone—Aristocort Tablets, Kena- 
cort. 
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Ultraviolet Light Protection 
by Several New Compounds 


Guinter Kahn, MD, Mary Catherine Curry, MD, Denver 


The photoprotective capabilities of 
more than 30 compounds, many of which 
have not been used previously as ultravio- 
let light (UVL) protective agents, were 
studied by in vitro and in vivo testing. No 
correlation between in vitro and in vivo ef- 
fectiveness was identified. Lack of effec- 
tiveness in one system does not preclude 
effectiveness in another. 

Many agents that imparted protection 
from x-radiation and UVL damage in vitro 
lacked topical efficacy in vivo. The in vivo 
protection from UVL achieved by most of 
the agents at clinical concentrations is a 
function of their ultraviolet absorption 


spectrum. 
Topical studies on humans showed that 


propyl gallate is a more effective protec- 
tant than the best known commercial sun- 
screen. It is nontoxic, almost nonstaining 
to fabric, and substantive to the epi- 
dermis. Unfortunately, it proved to be a 
strong contact sensitizer. 


Many clues to the unknowns in medi- 
cine are locked in the library, waiting for 
someone to open the right book at the 
right time. 

ALPHONSE RAYMOND DOCHEZ 
1882-1964 


ecent Russian reports of inhi- 
bition of radiation damage by 
propyl gallate prompted many of the 
investigations of this study. 
Effective protection against solar 
radiation has been achieved by man 
by several tactics, including use of ap- 
propriate clothing, melanin forma- 
tion, and use of chemical formula- 
tions that will absorb, scatter, or 
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reflect damaging radiation impinging 
on the skin's surface. Topical sun- 
screens became commercially avail- 
able in the United States in 1926 as 
benzylsalicylates;? later as amino- 
benzoic acid, and more recently as 
benzophenones.* Since the advent of 
the benzophenones, few new formulas 
have been added to the list of sun- 
screens. Except for those studies on 
the modification of the stratum cor- 
neum by dihydroxyacetone and law- 
sone, f-carotene,; and psoralens, 
most investigations have been vari- 
ations of past themes. 

The ideal photoprotectant would be 
efficiently protective under all condi- 
tions, nontoxic, attractive to the con- 
sumer, and inexpensive. The ideal 
product has not been found; the most 
highly touted agents are inconven- 
ient to use and stain fabrics.’ The 
need for protective agents that can 
be given systemically is obvious; the 
most recently advocated agent, f- 
carotene, appears limited in useful- 
ness because of the orange color it im- 
parts to the skin.' 

Since the 1950s, efforts to find 
chemical protectants against radia- 
tion has centered mainly on the 
gamma-ray or x-ray spectrum." 
Many compounds that diminish the 
deleterious effects of ionizing radia- 
tion were discovered.'''* The infor- 
mation available on x-ray protection 
was not extrapolated to ultraviolet 
light (UVL) protection until 1968, 
when reports became available of 
UVL protection by agents that pro- 
tect against x-rays.'? An early inves- 
tigator expressed surprise when he 
learned that x-ray protectants also 
protect against ultraviolet (UV) ra- 
diation.'* In spite of the obvious need 
to achieve better UVL protection and 
in spite of the many similarities be- 
tween UVL and x-rays, this area of 
study remained almost untouched by 


UVL investigators. An exception was 
Epstein et al who showed that many 
antioxidant compounds (agents that 
can decrease x-ray effects) prevent 
the phototoxic effects of  benzo- 
(a)pyrene to protozoa.” 

Both x-rays and UVL are part of a 
continuum of electromagnetic radia- 
tion; and at the lower end of its spec- 
trum, UVL merges with x-rays. Both 
produce free radicals and peroxides in 
vivo and in vitro.'^" Chronic x-ray 
damage and chronic UVL damage are 
similar histologically and clinically, 
and both are carcinogenic." 

The fact that some UVL photosen- 
sitizers are also radiosensitizers sug- 
gests that agents that protect 
against x-radiation might also pro- 
tect against UVL damage (hemato- 
porphyrins,'* psoralens,’® and haloge- 
nated pyrimidines'"). The similarity 
of some of the effects of x-ray and 
UVL exposure in most systems also 
supports this thesis.°’°?! Therefore, 
investigation of compounds that pro- 
tect against x-radiation for possible 
UVL protective properties is needed 
and is the subject of this report. 

In this study, we evaluated the in 
vivo UVL protection potential of a 
large group of chemicals that are 
known to diminish x-radiation ef- 
fects. Many of these agents have not 
been tried previously as protectants 
against UVL damage in mammals; 
some of these agents are inexpensive 
and nontoxic (Table 1). 

In this investigation, we used a re- 
cently described photohemolysis pro- 
cedure for testing phototoxicity in 
vitro.7-* With this method, agents 
have been investigated whose UVL 
protective potential has not been 
evaluated previously. When it was 
found that several of these agents re- 
duced phototoxicity in vitro, the di- 
rection of the study was then mani- 
fest for in vivo testing. The UVL- 
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Table 1.—Names and Toxicity of Compounds Investigated 










































Compound Alternate Name Toxicity in Mammals* 




















Acetylcysteine Mucomyst Little systemic or topical toxicity; 
LD5 orally in dogs: 1,000 mg/kg; 
LD5 in rats: > 6,000 mg/kg?? 
Acetylsalicylic acid ASA, aspirin LD; orally in rats: 1.75 gm/kg; 
LD5 in mice: 3.5 gm/kg4? 
Adsagochrome Adchonon In mice: 315 gm/kg*! 
wozoic acid PABA In humans: 6 gm/day; orally in rats: 
6 gm/kg^? 
Aminoethylisothio- AET Acute LD; IP in mice: 250 mg/kg; 
uronium acute LD; orally in mice: 
600 mg/kgt 
Ascorbic acid Vitamin C Nontoxic 
Betaine hydrochloride Acidol lycine In humans, lipotrophic: 3 gm/dayt 
hydrochloride 
Butylated hydroxy- BHA In rats: 3% of diett 
anisole 
B-Carotene Vitamin A In humans: > 10,000 units/dayt 
Dithiothreitol Cleland reagent No information 
Cystamine In humans: 300 mg/kg; in rats, 
tolerated in foot: 10954 
Cysteine L-Cysteine In humans, orally: 15 gm/day^? 
Diethyldithiocarbamic DEDT-NH, LDs, IP in mice: > 500 mg/kg9 
acid ammonium salt 
Diethyldithiocarbamic DEDT-Na LDs, IP in mice: > 400 mg/kg^ 


acid sodium salt 


Dimethyl (phenylazo- 
aniline) 





Dimethylaminoazo- No information 
benzene; butter 


yellow; methyl 

















yellow; DMPA 
Dimethylacetamide DMA IP in mice: 3,240 gm/kg^4 
Dimethyl sulfoxide DMSO LD. IP in mice: 14.6-20.6 gm/kg* 
3-Hydroxytyramine Dopamine LD; IP in mice: > 1,000 mg/kg 
hydrochloride 
Fluorouracil 5FU In humans: 13-15 mg/kg/day” 
Glutathione Nontoxic, body constituent 


p-Mercaptoethyl- 2-Mercaptoethyl- Acute LDso IV in mice: 200 mg/kgt 
































amine hydrochlo- amine; 
ride cysteamine; 
MEA 
Primaquine LD5 in mice: 500-1,000 mg/kg% 
Propyl gallate LDs, in mice: 3,000 gm/kg? 
5-Hydroxytryptamine Serotonin In humans: orally—small 
amounts ineffectual; IV—causes 
catecholine secretiont 
Sodium thiocyanate LD5 IV in mice: 484 mg/kg% 
Sodium thioglycollate In humans: liberates hydrogen 
sulfide on decomposition*® 
Tartaric acid In humans: large doses may cause 
acidosis and renal damage‘? 
Bis- (dimethylthiocar- Thiram; TMTD LD; orally in rabbits: 350 mg/kg% 
bamyl)-disulfide 
Thymidine Nontoxic, body constituent 
Thymine LDs9 in mice: 500-1,000 mg/kg^ 
d—Alpha-tocopherol Vitamin E In humans orally: > 0.6 gm/day*® 
Trihydroxybutyro- THBP LD5 IP in mice: about 200 mg/kg^ 
phenone 
N (1,3,4-trihydroxy WR 2347 IP in mice: 2,000 mg/kg; orally 
butyl) -2-mercapto- in mice: 6,000 mg/kgT 
ethylamine 
1,1-Methoxy-2-mer- WR 2389 IP in mice: 4,000 mg/kg; orally 


captoethylamine in mice: > 4,000 mg/kaf 





* LDa, indicates mean lethal dose; IP indicates intraperitoneally; IV indicates intravenously. 
t According to a written communication from COL D. E. Davidson, MSC, USA, in April 1971. 
t According to a written communication from COL R. H. Herman, MC, USA, in August 1970. 
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protection data for such agents have 
not been recorded. 


Photohemolysis Testing 


Methods.— Photohemolysis—as a 
method for testing photosensitizing 
compounds—has been described by 
several authors. The method that 
we used is described by Kahn and 
Fleischaker and is dependent on the 
hemolysis of red blood cells (RBC) by 
UVL in the presence of a photosen- 
sitizer.** The solutions were irra- 
diated with a sunlamp (FS-40 West- 
inghouse) in the presence of 
photosensitizing substances (in con- 
centrations listed in Table 2) and pro- 
tective agents (in a concentration of 
0.10 mg/ml). Lower concentrations of 
these substances seldom provided 
protection. 

The photosensitizing and photopro- 
tective substances were dissolved in 
physiological saline solution, meth- 
anol, anhydrous alcohol, or acetone. 
Most substances were soluble in sa- 
line solution, while acetone was the 
least used solvent. Aliquots were 
added to phosphate-barbital buffer at 
pH 7.4 to give concentrations listed in 
Table 2. Control solutions were pre- 
pared without photosensitizers and 
protectors, or without photoprotec- 
tors. Such solutions contained sol- 
vents that were identical to those in 
the test solutions. The buffered drug 
or control solutions were added to the 
RBC that had been washed three 
times with physiological saline solu- 
tion. 

The solutions were placed in Carrel 
tissue culture flasks that transmit 
only UVL wavelengths greater than 
290 nm. The flasks were placed 1 cm 
from fluorescent sunlamp tubes that 
primarily emit light from 275 to 375 
nm and whose spectrum intensity is 
greatest in the 290- to 340-nm range, 
according to US Bureau of Standards 
measurements. Unfortunately, the 
lamp also gives off energy beyond 375 
nm and into the visible range 
(greater than 390 nm), for which no 
data exist. The protoporphyrin exper- 
iments of this study used the small 
amount of light in the 400-nm area 
that is given off by the sunlamp. The 
flasks were exposed to the lamps for 
30 or 90 minutes and received 1 x 10* 
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ergs/sq em/sec radiation at 37 C; con- 
trol solutions were incubated in the 
dark at 37 C for similar periods of 
time. 

The pH was determined with a pH 
meter. The optical density of hemo- 
globin from the hemolyzed RBC in 
the supernatant fluid was read at 540 
nm on a spectrophotometer and com- 
pared with that of controls kept in 
the dark to determine the amount of 
hemolysis. A 100% hemolysis solution 
was prepared by adding 0.02% ml of 
washed RBC to 10 ml of a 0.04% am- 
monium hydroxide solution. 

A spectrophotometer was used to 
read the absorption spectra of tested 
substances before and after irradia- 
tion. Absorption spectra also were ex- 
amined to rule out the complexing of 
a protectant substance with a photo- 
sensitizer to produce a nonphotosen- 
sitizing compound. Such complexing 
was uncommon. 

To determine if the concentration 
of oxygen is important for photopro- 
tection, oxygen depletion was 
brought about by antioxidant agents 
or radical scavengers that act as re- 
ducing agents. The oxygen tension 
(pO,) in each test solution was mea- 
sured three times by a digital acid- 
base analyzer. 

Results.-The sunlamp that was 
used gave adequate irradiation to 
cause hemolysis with the four photo- 
sensitizers ^ tested. Apparently, 
enough 400-nm light is emitted by the 
sunlamp to cause photohemolysis in 
the presence of protoporphyrin. A 
black light (General Electric Black 
Light [FI ST8 B16]) emitting an 
equal amount of radiation 1 x 10% 
ergs/sq cm/sec but in the 320- to 450- 
nm zone, caused about a 100-fold in- 
crease in porphyrin photohemolysis. 
The experiments were repeated more 
than 30 times. In control solutions 
containing only RBC and solvents, 
photohemolysis did not occur from ir- 
radiation up to 99 minutes by either 
lamp. 

Table 2 shows that several agents 
protect RBC from hemolysis by UVL. 
Kach control and experiment was per- 
formed at least six times. Readings 
are simplified in a “plus—minus” sys- 
tem to condense the data. 

Such compounds might act by pre- 
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Fig 1.—Absorption of chlorpromazine (1 mg/100 ml) is changed by irradiation with 
UVL even in presence of AET (10 mg/100 ml), which prevents photohemolysis. 
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Table 2.—Photohemolysis Inhibition* 


Anthra- 

Chlorpro- Tribrom- cene, 

.003 + mazine, salan, 0.0001 
mg/ml 0.01 mg/ml 0.01 mg/ml mg/ml 


Propyl gallate 
MEA 

WR 2347 
Primaquine 
DEDT-NH,+ 
Thiram 
DEDT-Na+ 
Dithiothreitol 
DMSO 

AET 

WR 2389 
PABA 

PPD 
Serotonin 
Acetylcysteine 
Cysteine 
DMPA 
Glutathione 
Ascorbic acid 
DMA 

THBP 
Cystamine 
Dopamine 
Thymidine 
Vitamin E 
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BHA 


Betaine 
hydrochloride 


Adrenochrome 


Sodium 
thioglycollate 


Thymine 


Sodium 
thiocyanate 


Tartaric acid 
B-Carotene 
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* + indicates protection; ++ indicates greater protection; 0 indicates no protection; — indi- 
cates moderate enhancement of hemolysis; —— indicates greater enhancement of hemolysis; 
ND indicates not done. 
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Fig 2.—Left, Nonirradiated forearm on which 31 compounds 
were applied. Center, Forearm irradiated with three MEDs of 


UVL; propyl gallate gave greatest protection; dark compounds 





Fig 3.—Sections from propyl gallate-protected skin appear normal 72 hours after irra- 
diation (hematoxylin-eosin, x 100). 


venting the photodecomposition of 
photosensitizing compounds by UVL. 
Figure 1 illustrates that this was not 
true for chlorpromazine that was 
changed by UVL even in the presence 
of aminoethylisothiouronium (AET), 
which prevents photohemolysis. Thus, 
AET protects the RBC at the cell 
membrane and does not act by pre- 
venting UVL-induced decomposition 
of the photosensitizer. 

Each protecting substance and each 
photosensitizer Was evaluated 
spectrophotometrically. Figure 1 il- 
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lustrates only one example (AET) 
representative of the entire group of 
substances that protect the RBC 
(Table 2). Protection occurs at the 
RBC membrane because RBC have no 
other organelles, ie, they are essen- 
tially similar to cells of the stratum 
eorneum, being anuclear and vulner- 
able only at their membrane. How- 
ever, it is not known if AET or any of 
the other protecting substances com- 
bine with the RBC membrane to pro- 
tect it from photosensitization. Those 
compounds that substantially reduce 





imparted no protection. Right, Irradiated and washed forearm; 
propyl! gallate and PABA imparted greatest protection. 





Fig 4.—Section from unprotected skin 
72 hours after exposure to three MEDs of 
UVL shows severe changes. Note one of 
many dyskeratotic “sunburn cells" (ar- 
row) in edematous epidermis; note hyper- 
chromatic, enlarged basal cell nuclei and 
upper dermal homogenization (hematoxy- 
lin-eosin, original magnification x 100). 


the pO, of the irradiated solutions and 
those agents that absorb UVL are the 
most effective inhibitors of photohe- 
molysis. Agents that increased the 
pO, in photohemolysis solutions in- 
clude paraphenylene diamine (PPD); 
propyl gallate; dithiothreitol (Cleland 
reagent); diethyldithiocarbamic salts; 
thiram (tetramethylthiuram dis- 
ulfide) (TMTD); ascorbic acid; bu- 
tylated hydroxyanisole (BHA); dopa- 
mine; cysteine; butyrophenone; 
pB-mercaptoethylamine (Cysteamine) 
(MEA) N(1,3,4-trihydroxybutyl)-2- 
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Fig 5.—Efficacy of topical preparations against sunlamp UV-radiation on humans. 
Sunlamp emits UV wavelengths greater than 280 nm in a continuous spectrum. 


mercaptoethylamine (WR 2347); and 
1, 1-methoxy-2-mercaptoethylamine 
(WR 2389). 

In 1970, Schotland et al^? reported 
that when RBC of patients with 
erythropoietic protoporphyria (EPP) 
were used, there was inhibition of 
photohemolysis with chelating 
agents, 6-carotene, antioxidants, and 
radical scavengers. In our experi- 
ments, -carotene did not inhibit pho- 
tohemolysis. Ultraviolet light caused 
carotene to fade, even in the region of 
540 nm, resulting in decreased hemo- 
- globin absorption at 540 nm, com- 
pared with nonirradiated f-carotene 
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solution. Thus, Schotland's finding of 
hemolysis inhibition by carotene can 
be explained by UVL-induced fading. 

Harber et al described dithiothrei- 
tol as being photoprotective to RBC 
obtained from patients with EPP.***’ 
In our study, normal patients’ RBC 
were irradiated 12 times in the pres- 
ence of protoporphyrin, with minimal 
success (Table 2). Our low concentra- 
tion of dithiothreitol (about 1/15) and 
our high concentration of proto- 
porphyrin (about 200 times the con- 
centration used by Harber et al) prob- 
ably account for the lesser protection 
we achieved. 


Absorbance, arbitrary units 


260 


280 300 320 
Wavelength, nm 


340 


Fig 6.—Absorption spectrum of thymi- 
dine at differing concentrations. 


Paradoxically, dithiothreitol great- 
ly suppressed the hemolysis of all other 
photosensitizers tested (Table 2), indi- 
cating that this reagent might be even 
more useful in suppressing photosen- 
sitization brought on by other sub- 
stances, for example, tribromsalan. 

In summary, some substances in- 
hibit RBC phototoxicity by absorbing 
light, but others do so without absorb- 
ing UVL, perhaps by acting as reduc- 
ing agents. 


Topical Studies in Humans 


Method.—Applications of 31 com- 
pounds were delivered in equal quan- 
tities to 1-sq cm areas of the volar as- 
pect of the forearms of 25 white 
volunteers. Most of the solutions con- 
sisted of 100 mg/ml of each compound 
in 50% anhydrous alcohol—the excep- 
tions were f-carotene, 20 mg/ml 
in 50% anhydrous alcohol (highest 
soluble concentration);  dimethyl- 
aminoazobenzene (DMP), 10 mg/ 
ml in 50% anhydrous alcohol; thi- 
ram, 10 mg/ml in 50% anhydrous alco- 
hol; vitamin E, 100 mg/ml in 94% al- 
cohol; and thymine, 10 mg/ml in 50% 
alcohol (Table 3). 

When the solutions dried (after 15 
minutes), the forearms were exposed 
to the sunlamp (280 to 370 nm) at a 
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Compound 
Propyl gallate 


DEDT-Na* 
DEDT-NH, 
BHA 
B-Carotene 
Adrenochrome 


Serotonin 
Primaquine 


Thymidine 
Sodium 
thioglycollate 
Ascorbic acid 
WR 2347 
Sodium 
thiocyanate 


Dithiothreitol 


WR 2389 


L-Cysteine 


Thiram 
Acetylcysteine 


Thymine 
Dopamine 
Aspirin 
Cystamine 
AET 


DMPA 
Glutathione 


MEA 


Betaine 
hydrochloride 


Tartaric acid 


Table 3.—Human Erythema Inhibition 


Proposed 
Method of 
Action 


Antioxidant, 

light absorption 
Light absorption 
Antioxidant, 

light absorption 
Antioxidant, 

light absorption 
Antioxidant, 

light absorption 
Antioxidant, 

light absorption 
Miscellaneous, 

unknown 
Adrenochrome 

structure 
Vasoconstricter 
Antioxidant, 

light absorption 
Miscellaneous 
Antioxidant 


Reducing agent, 
antioxidant 


Radical 
scavenger, 
sulfhydryl 

Reducing agent, 
antioxidant 

Reducing agent, 
antioxidant 

Radical 
scavenger, 
sulfhydryl 


Radical 
scavenger, 
sulfhydryl 


Antioxidant, 
light absorption 


Radical 
scavenger 


Miscellaneous 
Vasoconstrictor 
Control 
Miscellaneous 


Radical 

scavenger 
Antioxidant, 

light absorption 
Antioxidant, 

sulfhydryl 


Radical 
scavenger, 
sulfhydryl 


Antioxidant 


Antioxidant 


21 


15 
17 
14 
18 
21 


Effectiveness* 


+ + +++ 


Total 
As 
19/19 


25/25 
19/19 


23/24 
21/23 
16/17 
21/22 
19/25 


20/25 
22/25 


16/25 
7/25 


2/7 


3/25 


1/20 


Efficiency 
Ratio 
2.89 


2.68 
2.53 





distance of 2 em for an exposure of 
about 3 minimal erythema doses 
(MEDs). Erythema and protection 
were evaluated at 24 hours after ex- 
posure (Fig 2). Histological confirma- 
tion of effectiveness was confirmed by 
light microscopy 72 hours after expo- 
sure (Fig 3 and 4). 

Results.-The results were graded 
visually: no protection, 0; minimal 
protection, 1+ (about 1 MED); mod- 
erate protection, 2+ (about 2 MEDs); 
complete protection, 3+ (about 3 
MEDs). (Skin on which a reaction of 
3+ was recorded was comparable to 
nonirradiated skin.) The effec- 
tiveness of the protection provided by 
the compounds was evaluated by two 
observers who did not know the pro- 
tectants that were used; the efficacy 
ratio was calculated by the following 
equation: efficacy ratio=ixP/T, 
where 7 indicates the grade of re- 
sponse, P indicates the number of re- 
sponses; and T indicates the total 
number of subjects tested. 

The most effective compounds were 
tested for substantiveness by wash- 
ing the test sites for five minutes un- 
der lukewarm running water, 15 min- 
utes after drying. The washed test 
sites were dried and exposed to the 
sunlamp as described previously, and 
protection was measured at 24 hours. 
The compounds that were tested pro- 
duced no contact sensitization, photo- 
sensitization, or primary irritation. 
The amount of protection achieved 
was evaluated by efficiency ratings. 
Ten compounds had a rating greater 
than 1 (Fig 3). Propyl gallate, amino- 
benzoic acid (PABA), and tri- 
hydroxybutyrophenone (THBP) were 
the most effective (Fig 2, right, and 
5). 

Propyl gallate and PABA retained 
their effectiveness after washing, 
while diethyldithiocarbamic acid am- 
monium salt, 6-carotene, THBP, and 
BHA were minimally protective after 
washing (Fig 2). Propyl gallate and 
PABA showed approximately equal 


loss of effectiveness by UVL exposure 
after ten adhesive tape strippings. Of - 
the 31 topically tested compounds, 21 
showed little consistent protection on 
human skin, even though some pro- 
vided x-radiation and photohemolytic 
protection. 


* 0 indicates no protection; + indicates minimal protection; ++ indicates moderate pro- 
tection; +++ indicates complete protection. In total column, numbers on left of virgule 
indicate total number of + responses, number on right of virgule indicates number of sub- 
jects tested, 
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Observations 

Própyl Gallate.—Propyl gallate, the 
compound found to be most protec- 
tive clinically, is an antioxidant that 
is used extensively in the food indus- 
try. As a 20% solution, it is used to 
_ preserve fats; at a dilution of 0.1%, it 
is used to preserve chewing gum. 
There have been no reports of clinical 
toxicity due to systemic exposure to 
propyl gallate. The lethal median 
dose of propyl gallate for rats is 3,800 
mg/kg, by mouth.” This white poly- 
phenol is lipid-soluble, but it is min- 
imally soluble in water. To our knowl- 
edge, it has not been reported 
previously as a photoprotectant. 

Propyl gallate demonstrated per- 
sistent protection after washing, in- 
dicating that it readily diffuses 
and that it is absorbed into and is 
substantive to the stratum corneum. 
Therefore, it should provide protec- 
tion after intense sweating or pro- 
longed swimming. The compound is 
inexpensive and only slightly dis- 
colors fabrics after prolonged UVL 
exposure. It should be a very accept- 
able sunscreen for cosmetic purposes. 

Examination of the absorption 
spectrum of propyl gallate makes it 
apparent why this useful sunscreen 
has not been investigated until now. 
Its absorption peak, about 275 nm, is 
out of the 290 to 320-nm erythema 
zone that is of commercial interest. 
Such peaks are determined at lowest 
dilutions, ie, at about 0.001 mg/ml. 
Increasing the concentration tenfold 
(to 0.01 mg/ml) broadens the curve 
deep into the “commercial erythema 
zone” and heightens the interest in 
propyl gallate. At clinically useful 
levels of 1% to 10% (10 to 100 mg/ml), 
this compound’s absorption spectrum 
spreads to the end of the UVL range 
(greater than 390 nm). Any compound 
that absorbs further into the light 
spectrum (visible light) would have to 
be opaque or colored, since the limit 
of UVL absorption of clear solutions 
approaches 400 nm. 

Certainly, the protection that pro- 
pyl gallate affords in the long-wave 
UVL range increases its value be- 
cause it reduces the erythema-en- 
hancing photoaugmentative rays (320 
to 400 nm).? It is of interest that this 
compound was tested because Rus- 
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sian investigators showed that it in- 
hibits x-radiation damage to tis- 
sues.'? Unfortunately, its usefulness 
for humans is limited because it 
proved to be a strong contact sensi- 
tizer, which is the subject of our other 
report in this issue. 

Other Agents.—Because the absorp- 
tion spectra of all the compounds var- 
ied with the concentration, UVL ab- 
sorption at 0.1 mg/ml, 10 mg/ml, and 
100 mg/ml concentrations of all com- 
pounds was recorded with a spec- 
trophotometer. Logfold increments 
of protectant concentrations “ex- 
panded” the ultraviolet absorption 
spectra substantially for most com- 
pounds into the long-wave UV range. 
At concentrations of 0.1 mg/ml, as 
used in the photohemolysis test 
(Table 2), most of the compounds did 
not register UVL absorption, while at 
concentrations greater than 10 
mg/ml, most compounds showed con- 
siderable absorption. For example, 
thymidine is shown to absorb UVL up 
to 310 nm at a concentration of 10 
mg/ml but only up to 290 nm at a con- 
centration of 0.1 mg/ml (Fig 6). 

In general, compounds showing 
substantial UVL absorption to the 
long-wave UV spectrum (greater 
than 320 nm) showed the best topical 
efficacy; the exceptions were colored 
compounds, such as DMPA, prima- 
quine, and g-carotene. Paradoxically, 
such darkly colored compounds and 
some compounds whose absorption 
spectra include part of the erythema 
production zone may impart little 
protection (Fig 2, left and center). 
Compounds that absorbed UVL up to 
the 320-nm range offered moderate 
protection. Therefore, absorption 
spectra serve as a crude guide for pre- 
dicting topical effectiveness of rela- 
tively concentrated compounds. It ap- 
pears that the best clinical sunlight 
protectors absorb extensively beyond 
320 nm. Peak absorption is usually in 
the 290- to 320-nm range. Propyl gal- 
late is an exception. 

These spectral data differ from 
those reported in the physical science 
literature because the physical sci- 
ence data are based on dilutions more 
than 1,000-fold less than those used 
clinically. For example, the absorp- 
tion spectrum commonly stated for 


PABA is 290 to 320 nm; although this 


spectrum is correct at 0.1 mg/ml, the - 


5% PABA dilution that is used clini- 
cally (50 mg/ml) absorbs light up to 
360 nm. 


Comment 


Substances known to prot 
against x-radiation were studied to 
determine if they could TA protect 
against UVL damage. Protective 
compounds are categorized into three 
main classes: (1) sulfur-containing 
compounds, including the aminothi- 
ols, having a low molecular weight, 
which have free or loosely bound sulf- 
hydryl and amino groups separated 
by no more than three carbons,** such 
as cysteine, MEA, glutathione, and 
AET; (2) anoxia-producing agents, in- 
cluding epinephrine, serotonin, dopa- 
mine, sodium thiocyanate, BHA, and 
propyl gallate; and (3) miscellaneous 
compounds, such as dimethyl sulfox- 
ide, thymine, and g-carotene. 

.. Protective agents change the chem- 
ical milieu of the tissue at the time of 
irradiation to lessen the damaging 
ionization effects. Most compounds 
use more than a single mechanism’??? 
to protect. These mechanisms are as 
follows: (1) Anoxia, reduces the for- 
mation of free radicals from radiol- 
ysis of tissue water. Most tissues are 
about 70% aqueous. Less hydroperoxy 
(H O) free radicals are produced to re- 
act with cell membrane lipids to pro- 
duce harmful lipid peroxides.** (2) 
Radical scavenging neutralizes the 
free radicals as they are formed by 
hydrogen donation. Reactive oxidized 
radiation products are reduced to 
harmless chemicals'?** (2 HN-C-C- 
SH+2 R'—2 R-H+HN-CC-S-S-CC- 
NH). (3) Covering vulnerable molecu- 
lar sites decreases damage to key 
cellular molecules. Sulfhydryl groups 
of photoprotectors loosely attach to 
vulnerable sites on proteins and nu- 
cleic acids and protect them from free 
radical attack.” 

X-irradiation and UVL irradiation 
have common methods of action.?^? 
Systemic photoprotection might be 
possible when the same compound pre- 
vents damage by a mechanism com- 
mon to both x-rays and UVL. The data 
of the in vivo and in vitro experi- 
ments (Table 2 and 3) quickly direct 
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the reader'to the fact that one cannot 
extrapolate from the in vitro protec- 
tive experience to the in vivo situ- 
ation. While it appears that some 
agents are protective in both systems, 
the correlation is weak. 

The most useful guideline for as- 
Aging protection in the photohe- 
molysis experiment was the determi- 
nation of the ability of a substance to 
cause measurable hypoxia. In topical 
studies, the absorption spectra at con- 
centrations that are used clinically 
were the most useful guidelines to 
clinieal efficacy. The results of these 
experiments indicate that the possi- 
bility exists that some drugs might 
work by several mechanisms, such as 
scavenging free radicals, hypoxia, and 
UVL absorption, and that these 
mechanisms, working in concert, 
would produce and augment protec- 
tive action. Several agents that in- 
hibit the photohemolysis reaction to 
UVL have several of these protective 
properties, which might combine to 
prevent UVL damage to the skin.*** 
Such synergism occurs to augment 
protection from x-rays.***’ 

Free radicals are formed in the 
skin, and since membranes of the skin 
form lipid peroxides when cell-wall 
structural lipid is damaged by UVL,” 
radieal scavenging drugs should sup- 
press UVL dmage to the skin. Radical 
scavenging drugs have been shown to 
diminish lipid peroxide formation.** 
However, most of the radical 
scavenging drugs did not protect well 
topically, except at concentrations 
where absorption of light proved to 
be the main mechanism of protection. 
Enhancing the penetration of these 
agents improved their effectiveness 
slightly, though not enough to make 
the compounds useful clinically by 
such a tactic. 


This investigation was supported by Univer- 
sity of Colorado Medical Center Institutional 
American Cancer Society grant IN5M3 
T0672A11150, University of Colorado Medical 
Center general research support 376, and the 
Boettcher Foundation student research fellow- 
ship award (Dr. Curry). 


Nonproprietary Names 
and Trademarks of Drugs 


Chlorpromazine—Chlor-PZ, Cromedazine, 
Thorazine. 

Tribromsalan—Cuticura Soap, Lifebuoy, 
Praise, Temasept IV, Tuasal. 
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The Morphogenesis of 


Pustulosis Palmaris 


et Plantaris 


Masami Uehara, MD, Shigeo Ofuji, MD, Kyoto, Japan 


Ten patients with pustulosis palmaris et 
plantaris were investigated with regard to 
the morphological evolution of their con- 
dition. The primary eruption was a spon- 
giotic vesicle in the lower Malpighian 
rete. As long as the entire roof of the cav- 
ity was formed by the Malpighian stratum, 
the contents of the cavity still consisted of 
mononuclear cells. The pustulation of a 
vesicle began when the direct contact be- 
tween the blister fluid and the stratum 
corneum occurred. 


f describing the morphological 
evolution of pustulosis palmaris et 
plantaris, Andrews and Machacek' 
have pointed out that, although the 
characteristic lesion of this condition 
is a pustule, at the beginning it may 
be a vesicle, which rapidly becomes 
purulent. This observation has been 
supported by many other investiga- 
tors. 

From a review of the literature, 
however, it seems that the morphogen- 
esis of lesions of this disease has 
never been established. The purpose 
of this study is to examine the clinieal 
and microscopical features of the le- 
sions throughout their evolution. 
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Fig 1.—Midportion of sole at beginning 
of exacerbation. There are numerous vesi- 
cles and some pustulovesicles (arrow). 


Fig 2.—Basal spongiosis at suprapapil- 
lary Malpighian rete (hematoxylin-eosin, 
original magnification »x 100). 





Pustulosis Palmaris et Plantaris/Uehara & Ofuji 


Cliifícal Observations 


Three middle-aged women with 
pustulosis palmaris et plantaris were 
selected for the investigation of mor- 
phological evolution of the disorder. 

all cases, both the palms and the 
Ns n involved. The duration of 
the diseage was from two to six years. 
There had „been frequent exacerba- 
tions and remissions. The women had 
no other skin diseases. They were 
hospitalized at the beginning of ex- 
acerbation. The involved areas were 
inspected twice daily during the hos- 
pitalization without therapy being 
given. 

The morphological evolution was 
the same in all of the cases examined. 
At the beginning of exacerbation, the 
palms and the soles became erythe- 
matous. Numerous pinhead-sized (1-2 
mm) vesicles then appeared in the er- 
ythematous patches. There was mod- 
erate to severe itchiness of the in- 
volved areas. Some of the vesicles 
gradually became a little larger. A 
minute yellow dot then appeared at 
the center of the blister, while the pe- 
riphery remained transparent. In this 
way, a target-like lesion (pustulo- 
vesicle) was formed (Fig 1). The dot 
quickly spread outward and covered 
the entire cavity. The fully developed 
pustule was not itchy. 

The repetition of the morphological 
evolution led to the pustules even- 


Fig 4.—Pustulovesicle. Left, Invading cells gather at top of cav- 
magnification X 40). Right, 


ity (hematoxylin-eosin, original 
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tains mononuclear cells (hematoxylin-eo- 
sin, original magnification x 100). 


tually becoming the main feature, al- 
though there were still a few vesicles 
discernible on close inspection. 


Histological Study 


Ten biopsy specimens of the in- 
volved areas were obtained from the 
three women and seven other pa- 
tients with the same disease. All 
biopsy specimens were taken at an 
early stage of exacerbation. Each 
specimen was serially sectioned and 
stained with hematoxylin-eosin. The 
histological findings were similar in 
all the specimens examined. 

Basal spongiosis was observed 
around the tips of papillae (Fig 2). 

Intraepidermal cavities were pres- 
ent at various levels of the epidermis. 


Higher magnification showing accumulation of polymorphonu- 
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These cavities were classified, into 
three types on the basis of the struc- 
ture of the cavity wall and the cellu- 
lar contents of the cavity. From the - 
clinieal and histological features of 
each specimen, it was confirmed that 
the first type corresponded to the 
vesicles seen clinically, the second 
category corresponded to the pustulo- 
vesicles, and the third category to the 
pustules. 

In the vesicular lesions (Fig 3), the 
entire roof of the cavity, irrespective, 
of its size was formed by the Mal- 
pighian stratum. The contents of the 
cavity consisted mostly of mononu- 
clear cells. 

In the pustulovesicular lesions (Fig 
4), the Malpighian stratum in the cen- 
ter of the roof of the blister dis- 
appeared, and the roof in this area 
was then formed by the overlying 
stratum corneum. Many polymorpho- 
nuclear leukocytes gathered at this 
area. The contents of the lower por- 
tion of the cavity, however, consisted 
predominantly of mononuclear cells. 

In the pustular lesions, the roof of 
the blister was formed entirely by the 
stratum corneum. The contents of the 
cavity consisted mainly of polymor- 
phonuclear leukocytes. A few mono- 
nuclear cells were also present. 


Cytological Study 


The cellular contents of the vesicu- 
lar, pustulovesicular, and pustular 


clear cells at stratum corneum in center of roof of cavity (hema- 
toxylin-eosin, original magnification x 200). 
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eruptions in the ten patients were 
examined. 

The roof of the eruption was punc- 
tured by a sharp needle. The fluid con- 
tained in the cavity was withdrawn, 
smeared on a glass slide, and stained 
with the Giemsa stain. 

Five hundred cells were counted in 
each smear. Although the contents of 
these eruptions consisted of varying 
numbers of polymorphonuclear leuko- 
cytes, mononuclear cells, degenerat- 
ing epidermal cells, and horny cells, 
the last two groups were excluded 
from the counting. Thus, attention 
was focused on the ratio between the 
number of polymorphonuclear leuko- 
cytes and the number of mononuclear 
cells. 

The results of the differential 
counts are shown in Fig 5. The con- 
tents of the vesicle consisted mainly 
of mononuclear cells. There was a uni- 
form absence of polymorphonuclear 
leukocytes. The examination of the 
smears of the pustulovesicles revealed 
a mixture of polymorphonuclear leu- 
kocytes and mononuclear cells. The 
polymorphonuclear leukocytes formed 
46% to 76% of the contents. The pus- 
tule contained predominantly poly- 
morphonuclear leukocytes. The mono- 
nuclear cells formed 6% to 17% of the 
contents. 


Comment 


There is no unanimity of opinion 
concerning the histopathogenesis of 
pustulosis palmaris et plantaris. 

Elschner,’ and Percival et alë main- 
tain that the lesion begins with the 
degeneration of the upper layers of 
the epidermis, followed by exudation 
of plasma, polymorphonuclear leuko- 
cytes, and lymphocytes. Pinkus and 
Mehregan' state that the lesion is 
subeorneal from the beginning and 
that the entire Malpighian rete is in 
the bottom of the blister. Neither the 
"upper epdermis" nor the “subcor- 
neal" theory was substantiated by 
the present study. Although the de- 
generation of the upper epidermis 
was observed in some sections of the 
specimens studied, the examination 
of serial sections revealed that the 
degenerated area represented a tan- 
gential section of the lateral wall of a 
vesicle or a pustule. 
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Fig 5.—Contents of vesicles, pustulo- 
vesicles, and pustules. 


On the other hand, Veltman and 
Schuermann? state that the primary 
eruption is a spongiotic vesicle in the 
lower layers of the epidermis and 
that leukocytes subsequently accumu- 
late in the cavity to form a pustule. 
Recently, using histochemical tech- 
niques, Lampe and Undeutsch* have 
shown that in an early phase the 
eruption is a vesicle, which contains 
mononuclear cells, and that in a late 
phase the eruption consists of a pus- 
tule that contains preponderantly 
polymorphonuclear leukocytes. The 
results of the present study also con- 
firmed the "lower epidermis" theory. 

The present study, furthermore, 
helps to explain the mechanism by 
which the pustulation of a vesicle 
takes place. As the vesicle moves up 
from deeper layers, the upper pole of 
the vesicle approaches the stratum 
corneum. It should be emphasized 
that, as long as the entire roof of the 
cavity is formed by the Malpighian 
stratum, the contents of the cavity 
still consist of mononuclear cells. 
When the Malpighian stratum at the 
center of the roof disintegrates and 
the blister fluid comes into direct con- 
tact with the stratum corneum, poly- 
morphonuclear leukocytes begin to 
invade the epidermis and to gather at 
the upper pole of the blister. Thus, 
during the course of the disease the 
“pustulovesicles” become a pre- 
dominant feature. As the blister 
moves further upward, the entire roof 
of the cavity comes to be formed by 
the stratum corneum. In this stage, 
many polymorphonuclear leukocytes 
accumulate in the cavity and the 
eruption becomes completely puru- 
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dermatitis. During the second phase, 
the eruption becomes purulent. The 
pustulation begins at the time when 
the direct contact between the blister 
fluid and the stratum corneum occurs. 

The mechanism by which polymor- 
phonuclear leukocytes at the begin- 
ning gather at the stratum corneum 
in the center of the roof of the cavity 
is unknown. Available data*"' sug- 
gest the possibility that the contact 
between the blister fluid and the 
stratum corneum may produce a 
chemotactic factor (the trimolecular 
complex of the complement system is 
chemotactic for polymorphonuclear 
leukocytes), which then induces a se- 
lective accumulation of the leukocytes 
at the top of the cavity. 


References 


1. Andrews GC, Machacek GF: Pustular bac- 
terids in the hands and feet. Arch Dermatol 
Syph 32:837-847, 1935. 

2. Kuske H: Über das pustulóse Bakterid. Der- 
matologica 105:216-224, 1952. 

3. Veltman G, Schuermann H: Das Bakterid 
von Andrews. Arch Klin Exp Dermatol 215:326- 
361, 1962. 

4. Akimoto N: Pustulosis palmaris et plan- 
taris. Tohoku Igaku Zasshi 69:55-69, 1964. 

5. Elschner H: Über die "Pseudomykose." 
Arch Klin Exp Dermatol 203:73-82, 1956. 

6. Percival GH, Montgomery GL, Dodds TC: 
Atlas of Histopathology of the Skin, ed 2. 
Edinburgh, E & S Livingstone Ltd, 1962, pp 148- 
150. 

7. Pinkus H, Mehregan AH: A Guide to Der- 
matohistopathology. New York, Appleton-Cen- 
tury-Crofts, 1969, pp 116-117. 

8. Lampe P, Undeutsch W: Cytochemische 
Untersuchungen zur Morphogenese des pustuló- 
sen Bacteriids. Arch Dermatol Forsch 244:550- 
553, 1972. 

9. Krogh HK: Antibodies in human sera to 
stratum corneum. Int Arch Allergy Appl Immu- 
nol 36:415-426, 1969. 

10. Krogh HK, Tédner O: Subcorneal pustular 
dermatosis, pathogenetic aspects. Br J Dermatol 
83:429-434, 1970. 

11. Husby G, Rajka G, Larsen TE: Immuno- 
fluorescence studies in pustulosis palmoplantaris. 
Acta Derm Venereol 53:123-126, 1973. 


Pustulosis Palmaris et Plantaris/Uehara & Ofuji 


A 


Multiple Hamartoma Syndrome 


(Cowden Disease) 


lcd C. Gentry, Jr., MD; Nyles R. Eskritt, MD; Robert J. Gorlin, DDS, Minneapolis 


Seven members in three generations of 
a family have multiple hamartoma syn- 
drome (Cowden disease). Skin changes, 
characterized by progressive verrucous, 
papular, and lichenoid lesions involving 
mucosal and cutaneous surfaces, serve 
as hallmarks of associated fibrocystic 
breast disease, carcinoma of the breast, 
thyroid tumors, gastrointestinal polyposis, 
nervous system abnormalities, fibromas, 
angiomas, and lipomas. The syndrome is 
inherited in an autosomal dominant pat- 
tern. It is important to recognize the wide- 
spread and diverse mucocutaneous mani- 
festations as signs of possible anatomic, 
metabolic, and internal abnormalities. 


n his search for internal disease, 
the physician is often aided by ex- 
ternal signs of the underlying pro- 
cess. We have recently studied the 
members of a family (Fig 1) in whom 
there is a consistent and unusual con- 
stellation of dermatologic findings 
that serve as an important indicator 
of internal abnormalities. This un- 
usual syndrome was first reported by 
Lloyd and Dennis' and was named 
Cowden's disease, using the surname 
of their proposita. 


Report of Cases 


CASE 1.—A 35-year-old white woman (II- 
C, Fig 1) had a six-year history of persist- 
ent and recurrent verrucous lesions at the 
angles of her mouth. Liquid nitrogen 
cryotherapy and electrocautery failed to 
obliterate these lesions. During the preced- 
ing four years, the gingival and palatine 
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mucosa had become progressively involved 
with verrucous plaques (Fig 2). For the 
past 1% years, she had noticed the growth 
of flesh-colored papules about her eyelids. 
Examination of her upper extremities 
showed that there were numerous flat- 
topped, dome-shaped, and verrucous pap- 
ules on the dorsum of both hands and fore- 
arms (Fig 3). These lesions measured 1 to 4 
mm in diameter, were flesh-colored, and 
resembled those of verruca plana and acro- 
keratosis verruciformis. Asymptomatic 
soft tissue swelling of the distal areas of 
the palms between the fourth and fifth 
metacarpal heads had been present for 14 
years. A firm nodule on the right mid- 
palm, which was exquisitely tender to 
moderate pressure, recurred following sur- 
gical excision (Fig 4). In addition, the 
palmar aspect of both hands was studded 
with waxy punctate hyperkeratoses. These 
unusual findings permitted one of us 
(R.J.G.) to make the diagnosis of Cowden 
disease. 

The patient has been obese since adoles- 
cence, has had an enlarged thyroid gland 


for as long as she could remember, and ex- 
perienced bilateral mammary hypertrophy 
coincident with the onset of menses at age 
nine. Her menstrual periods have been 
consistently irregular. Four pregnancies 
have resulted in three miscarriages and 
one stillborn boy (Fig 1). Full dental ex- 
traction was accomplished at age 27 be- 
cause of severe caries. Diabetes mellitus 
was diagnosed at age 34. Chronic constipa- 
tion has required the frequent use of laxa- 
tives. Acquired syphilis had been treated 
adequately in 1966. She is of Irish, English, 
and American Indian ancestry. There is no 
known consanguinity and search through 
family records shows no members with the 
name of Cowden. | 

Physical examination showed that the 
patient was an obese woman measuring 
177.7 cm (70 in) in height and weighing 
103.5 kg (228 lb). Her vital signs were nor- 
mal. In addition to the lesions of the face, 
mouth, hands, and arms, she had scattered 
cortical lenticular opacities in the right 
eye, an early posterior subcapsular cata- 
ract in the left eye, and facial hyper- 
trichosis. Flesh-colored papules 1 to 2 mm 
in size were present about the nares. The 
uvula palatina was hypoplastic. The thy- 
roid gland was diffusely enlarged. At the 
sides of the neck and on the medial portion 
of the thighs there was a velvety papu- 
lar hyperpigmentation consistent with 
pseudoacanthosis nigricans. Her breasts 
were pendulous, but without nodularity or 
tenderness. Thoracic, abdominal, and gen- 


Fig 1.—Pedigree of family with Cowden disease. 
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ital examination findings were normal. 

Laboratory investigation demonstrated 
a glucose tolerance curve characteristic of 
diabetes; a low normal protein bound io- 
dine value (4.2 ugm/100 ml), with low nor- 
mal radioactive iodine uptake (10.3%/24 
hr); a positive VDRL test for syphilis; and 
a positive fluorescent treponemal anti- 
body-absorbed (FTA-ABS) test. Results of 
dermatoglyphic analysis were normal. 
. Chromosome analysis of cultured periph- 
eral lymphocytes showed a normal female, 
46 XX, karyotype. A barium enema dem- 
-onstrated that there was loss of haustral 
markings of the distal transverse and de- 
scending colon consistent with the chronic 
use of cathartics. Gastroscopy and esoph- 
agoscopy findings were normal. Proctos- 
copy showed that there were multiple 
rectal and sigmoid polyps that were histo- 
logically benign. Mammograms of both 
breasts showed subareolar fibrosis, with no 
evidence of neoplasm. 

Laboratory studies showed normal val- 
ues for complete blood cell count, platelet 
count, bleeding time, clotting time, and 
blood urea nitrogen; urinalysis results 
were normal, and urine culture was nega- 
tive. Serum values for creatinine, sodium, 
potassium, chloride, bicarbonate, caleium, 
phosphorus, triglycerides, glutamic oxalo- 
acetic transaminase, alkaline phosphatase, 


Fig 3.—Verrucous lesions resembling verruca plana and acro- 
keratosis verruciformis over dorsum of hands (case 1). 
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Fig 2.—Confluent verrucous papules on 
vermilion angles with extensive verrucous 
plaque on hard palatine mucosa. Note hy- 
pertrichosis of upper lip (case 1). 


IgG, IgM and IgA were within normal lim- 
its. The results of phytohemagglutinin 
stimulation of peripheral lymphocytes, 
lupus erythematosus bead defibrination 
test, FTA-ABS test (DNA, DNP), and an- 
tithyroglobulin antibody test were also 
normal. 

The results of the following radiographic 
studies were normal: chest, upper gastroin- 
testinal series, intravenous pyelogram, and 
long bone survey. 

Light microscopic examination of biopsy 
specimens from the dorsum of the hand 
and the buecal mucosa showed nonspeci- 


fie changes of hyperkeratosis. acanthosis 
simulating pseudoepitheliomatous hyper- 
plasia, and a mild perivascular infiltrate of 
lymphocytes, histiocytes, polymorphonu- 
clear leukocytes, and rare plasma cells. 
(Fig 5 and 6). Histologic studies of a biopsy 
specimen from the tender nodule on the 
right palm were consistent with an he 
mangioma (Fig 7). ` » 

Electron microscopy was performed on 
biopsy specimens from an oral lesion and 
from two papillary lesions from glabrous 
skin. The specimens were processed in the 
routine fashion. Dense accumulations of 
collagen were seen immediately beneath 
the basement membrane. Within the ke- 
ratinocytes that were low in the epidermis, 
there was clumping of tonofilaments. Vac- 
uoles were seen in the keratinocyte cyto- 
plasm. The plasma membranes of adjacent 
keartinocytes showed close approximation 
and interdigitation. Keratinosomes ap- 
peared to be reduced in number in the up- 
per epidermis, while the stratum corneum 
appeared densely packed in some sections, 
with an alternating dense and less dense 
compaction in other sections. No viral par- 
ticles could be identified in any of the tis- 
sues studied. 

Soon after our initial investigations 
were completed, the patient developed in- 
termittent pain in the posterior portion of 


Fig 4.—Pillowy, soft tissue swelling between distal heads of 
fourth and fifth metacarpals bilaterally; note firm, tender nodule 
of right mid-palm, which has recurred following surgical excision 
(case 1). 
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her right Mf. Examination showed that 
there was point tenderness, and palpation 
produced radicular pain down the right 
leg. No masses were palpable. Neurological 
and neurosurgical findings support the 
concept that these symptoms probably 
arise from a small subcutaneous or intra- 


i, cot neuroma. 

cently £he patient developed a sudden, 
painful swelling of the thyroid gland, 
which was consistent with acute thyroid- 
itis. Repeat radioactive iodine adminis- 
tration showed that the iodine uptake was 
8.5% /24 hr. Thyroid scan demonstrated a 
diffuse decrease in iodine uptake by the 
left lobe. Exogenous suppression of thyroid 
function has relieved her symptoms. 

CasE 2.—The proposita’s mother (I-A, 
Fig 1) died at age 62 of extensive meta- 
static adenocarcinoma of the breast. She, 
too, had developed progressive verrucous 
changes of the oral mucosa, of the skin at 
the angles of her mouth, and over the dor- 
sum of her left hand and fingers. Diag- 
noses of verruca vulgaris and hyper- 
trophic perleche were made; these lesions 
were unresponsive to many therapeutic 
modalities. She had had an enlarged thy- 
roid gland all of her life. Autopsy examina- 
tion confirmed that she had extensive 
adenocarcinoma of the breast metastatic 
to the left axillary lymph nodes and a thy- 
roid goiter, with colloid and simple nodules. 

CasE 3. The proposita’s 32-year-old 
brother (II-D, Fig 1) is in good general 
health. For the past four years, he has no- 
ticed the development of verrucous lesions 
over the dorsum of the proximal parts of 
the third and fourth fingers of the right 
hand. Simultaneously, a painful swelling 
developed on the thenar eminence of the 





Fig 5.—Verrucous lesion from dorsum of hand (Fig 3) demonstrating hyperkeratosis, 
acanthosis, papillomatosis, and mild lymphohistiocytic infiltrate (case 1) (hematoxylin- 


eosin, x 225). 


left palm. Three years ago, "warty water 
blisters" that were present on the right 
side of the nose and within the right nasal 
alar crease were cauterized. Both lesions 
recurred and were re-treated successfully 
with electrocautery. 

The patient has frequent constipation. 
Full dental extraction was accomplished at 
age 17 because of "infection." 

Physical examination showed the follow- 
ing cutaneous lesions: a pinpoint, flesh-col- 
ored papule located centrally on the free 
margin of the left upper eyelid; several 
flat-topped, verrucous papules on the dor- 
sum of the third and fourth fingers of the 


Fig 6.—Verrucous lesion of buccal mucosa with marked epider- 


mal proliferation simulating pseudoepitheliomatous hyperplasia 
and perivascular infiltrate composed of lymphocytes, polymor- 
phonuclear leukocytes, and few plasma cells (case 1) (hematoxy- 


lin-eosin, original magnification x 56). 
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right hand; and a 3 x 1-em tender nodule 
on the thenar eminence of the left palm. 
There was diffuse vitiligo of the penis and 
scrotum. Multiple Fordyce spots were 
present on the buccal mucosa, but no pap- 
illomata or verrucae were seen. 

Histologic examination of biopsy speci- 
mens from the finger and palmar lesions 
demonstrated nonspecific changes similar 
to those found in case 1. 

One month after the initial examination, 
the patient developed bright red rectal 
bleeding associated with defecation. Anos- 
copy showed that there was a small inter- 
nal hemorrhoid. Endoscopy of the distal 25 


Fig 7.—Collection of dilated mature vascular channels seen in 
lower dermis of tender right mid-palm nodule (Fig 4). Sparse ac- 
cumulation of red blood cells lie within vascular lumen (case 1) 


(hematoxylin-eosin, original magnification x 210). 
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cm of the sigmoid colon demonstrated mul- 
tiple, benign-appearing polypoid excres- 
cences 2 to 3 mm in size located from 6 to 
17 em proximal to the anal verge. 

The patient's 14-year-old son (III-A, Fig 
1) has a verrucous lesion on the dorsum of 


~ his right index finger, clusters of small 


papules on the proximal right second and 
third fingers, and an extensive nevus 
flammeus of the lower portion of his left 
leg. The patient's ll-year-old daughter 
(III-B, Fig 1) has vitiligo around the 
mouth and on the neck and trunk. She is 
prepubertal and demonstrates no breast 
development. The patient's 8-year-old son 
(III-C, Fig 1) had a large lipoma excised 
from the right upper abdominal wall at 
age 3!ó years. He has a verrucous papule 


'on the dorsum of his left third finger as 


well as multiple dental caries. 

CASE 4.—The proposita’s 27-year-old 
married brother, an auto electrician (II-E, 
Fig 1), was examined specifically for stig- 
mata of Cowden disease. He has a 15-year 
history of gingival inflammation. One year 
prior to examination, he had a “wart” ex- 
cised from the right side of his chin; the le- 
sion was not examined histologically. For 
as long as he can remember, he has had 
flesh-colored papules at the free margin of 
the left nostril and in the left nasal alar 
crease. 

Physical examination showed that he 
had two 5-mm flesh-colored papules on the 
free margin of the left nostril. A similar 
dome-shaped, flesh-colored papule was 
noted within the left nasal alar crease. 
Multiple, punctate, skin-colored papules 
were present laterally along both upper 
eyelids. The gingival mucosa was red- 
dened, inflamed, and edematous. Oral sur- 
gical examination confirmed that he had 
severe periodontitis, dental caries, and a 
partially impacted left third molar. No ver- 
rucous lesions were seen on the oral mu- 
cosa. On the vermilion at the angles of the 
mouth, there were clusters of small, flat- 
topped, flesh-colored papules. Numerous, 
brown, pigmented macules were clustered 
in a linear fashion along the left horizontal 
mandibular ramus. The surface integu- 
ment over these lesions appeared normal. 
Isolated 5-mm verrucous hyperkeratotic 
papules were seen over the dorsum of the 
left hand and on the mid-pretibial skin of 
the right leg. There was no enlargement of 
thyroid or breast tissue; no vascular tu- 
mors or lipomata could be found. 

Light microscopic examination of a 
biopsy specimen from the lesion in the na- 
sal alar crease showed no abnormalities, 
while the papule from the free margin of 
the left nostril contained a small neuroma 
in the upper dermis (Fig 8). 

The patient’s 3-year-old daughter (III- 
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Fig 8.—Collection of nerve bundles in 
dermis of lesion of left nares forming neu- 
roma. Bodian stain is positive (case 4) 
(hematoxylin-eosin, original magnification 
x 170). 





Fig 9.—Characteristic papules on vermil- 
ion angles (case 5). 


D, Fig 1) has "psychomotor retardation" 
associated with craniomegaly, hyper- 
bilirubinemia during the newborn period, 
and abnormal dermatoglyphics (distal 
palmar axial triradius and nine ulnar 
loops). She has been found to have a wide 
upper lip, micrognathia, mongoloid slant of 
her eyes, and koilonychia. 

CasE 5.—The proposita’s 25-year-old 
single brother (II-F, Fig 1) has had a lump 
on the hard palatine mucosa and an er- 
ythematous papular lesion on the upper 
portion of the right cheek for many years. 
One year prior to examination, a “wart” on 
the dorsum of his left third finger had been 
destroyed with electrocautery. 

Physical examination showed that he 
was a generally healthy man. A 2-mm 
erythematous papule, which partially 
blanched when pressure was applied, was 
present on the right malar eminence. Lat- 
eral to the lateral canthus of the right eye, 
there was a 3mm flesh-colored, flat- 
topped, verrucous papule. Clusters of 
flesh-colored, smooth-surfaced papules 
were located on the vermilion at the angles 
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of the mouth (Fig 9). On the left side of the 
hard palatine mucosa, a 3-mm hyper- 
keratotic, firm, nontender papule was seen. 
No gingival lesions were present. Thyroid 
enlargement, gynecomastia, breast nodu- 
larity, or other subeutaneous masses were 
not found. 

Histological examination of a biops 
specimen from the papule on the right awá- 
lar eminence showed the presence of a 
neuroma in the corium, similar to that seen 
in case 4. 


Comment 


The single report of this unusual 
condition has received little recogni- 
tion until recently. Weary et al? have 
colleeted data on five patients who 
manifest various facets of the syn- 
drome. Our proposita is the same in- 
dividual whose condition was briefly 
described as their case 5. Weary et al 
suggested the name of multiple ham- 
artoma syndrome to describe the 
characteristic involvement of ectoder- 
mal, mesodermal, and endodermal tis- 
sues. 

The organ system that most con- 
sistently manifests this syndrome is 
the skin. The variety of cutaneous 
changes includes dome-shaped, flesh- 
colored papules; flat-topped, lichenoid 
papules, which often have a central 
keratotic plug or dell; punctate 
keratoderma of the palms; and ver- 
rucous lesions strikingly similar to 
those of verruca vulgares, verrucae 
planae, and the acrokeratotic lesions 
of keratosis follicularis (Darier dis- 
ease). The verrucous lesions at the 
angles of the mouth and on the oral 
mucosa may mimic hypertrophic per- 
leche, or they may be mistaken for 
benign gingival hyperplasia or even 
be misdiagnosed as ectopic or recur- 
rent lymphoreticular tissue—if the le- 
sions involve the pharynx. These le- 
sions arise insidiously; since they are 
generally asymptomatic and small, 
little importance is ascribed to them. 
Each of our patients has been treated 
in the past for “warts”, without their 
importance being appreciated. Fur- 
thermore, unless the affected sites are 
examined with tangential light to ac- 
centuate their papillary character, 
many of the lesions may be over- 
looked clinically. 

Biologically, the skin lesions behave 
as benign hamartomas. The propos- 
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ita’s mother (I-A, Fig 1) had charac- 
teristic mucocutaneous lesions for 
many years, but at the time of her 
death, none of these lesions appeared 
malignant nor did they behave in a 
malignant fashion. In this syndrome 
mew lesions continue to arise and are 
recalcitrant to treatment by the usual 
modalities employed in the treatment 
of common verrucae. 

The importance of the syndrome 
rests not with the cutaneous lesions, 
but with the associated abnormalities 
of the thyroid gland, breasts, gas- 
trointestinal, nervous and other 
organ systems. Weary et al found 
thyroid tumor formation (goiter, ade- 
noma, or carcinoma) in each of their 
five patients; but the age at onset 
varied from childhood to 30 years. In 
addition, patients with this syndrome 
are prone to develop acute thyroiditis. 
In our study, the three adult men did 
not show any thyroid enlargement; 
however, the one male patient de- 
scribed by Weary et al had had exci- 
sion of a benign nontoxic nodular col- 
loid goiter at age 18. 

Fibrocystic disease of the breast 
has been found in all of the female 
patients reported to have the syn- 
drome. In the original case reported 
by Lloyd and Dennis, the patient had 
bilateral mastectomy for ulcerative 
inflammatory fibrocystic disease; mi- 
croscopic examination of excised tis- 
sue revealed a focus of proliferative 
change that was indistinguishable 
from intraductal carcinoma. She is re- 
ported to have had two maternal 
aunts who died of carcinoma of the 
breast; it is not known whether they 
had other stigmata of this syndrome. 
The mother of our proposita died of 
metastatic adenocarcinoma of the 
breast; she did have characteristic 
oral, cutaneous, and thyroid lesions. 
Too few cases of the syndrome have 
been studied to provide meaningful 
statistics regarding the development 
of breast carcinoma in the affected fe- 
male patients, but it appears that the 
association is significant. Certainly, 
the presence of chronic fibrocystic dis- 
ease in these patients increases their 
risk for malignant breast tumors.* 
None of the affected men have shown 
abnormalities of breast tissue. 

Gastrointestinal tract abnormal- 
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ities, most frequently colonic polyps, 
but also gastric polyps, diverticulae of 
the colon, and ganglioneuromas, may 
be seen in patients with this syn- 
drome. Subtotal colectomy for mul- 
tiple polyposis has been performed in 
one male patient, but no evidence of 
malignant change was found. In our 
experience, excision of polyps, with 
fulguration of the base, will not 
eradicate these lesions; follow-up sig- 
moidoscopic examination of our pro- 
posita and of her brother (case 3) has 
demonstrated recurrence of histologi- 
cally benign lesions at the same sites 
as previous neoplasms. Recurrence of 
polyps following fulguration is not 
uncommon.’ There is some evidence 
to suggest that benign polyps tend to 
remain benign, even when they are 
recurrent.’ 

Diverse involvement of the nervous 
system is seen in patients with Cow- 
den disease. Asymptomatic neuromas 
and ganglioneuromas may be found 
incidentally in association with cuta- 
neous lesions. It is important to note 
that these tumors are located in the 
middle and lower dermis; they may be 
missed if the biopsy specimens do not 
include most of the dermis. Sympto- 
matic neuromas also may form part 
of the clinical spectrum. 

The central nervous system may be 
affected in patients with Cowden dis- 
ease, as manifested by mental dull- 
ness or retardation, intention tremor, 
electroencephalographic changes, and 
meningioma formation. Carlier et al^ 
recently described a patient whom 


- they thought had a typical tuberous 


sclerosis but who had the character- 
istic mucocutaneous lesions that we 
associate with Cowden disease. The 
patient developed a multinodular goi- 
ter at age 9; and at age 15, he began 
to experience psychomotor seizures 
and progressive intellectual deteri- 
oration. 

The importance of female genital 
tract abnormalities in the spectrum 
of this syndrome is uncertain. In ad- 
dition to the finding of menstrual ir- 
regularity, miscarriages, and still- 
birth experienced by our proposita, 
one case of a patient with irregular 
menses' and one case of a patient 
with an ovarian cyst? have been re- 
ported. 
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A genetic inheritance pattern has 
not been proposed for Cowden dis- 
ease. The occurrence of the syndrome 
in two generations of the original 
family, in three generations of our 
family, and the presence of male to . 
male transmission are findings that 
support an autosomal dominant pat- 
tern of inheritance. Review of known 
cases, including those reported here, 
shows a 1:1 sex ratio, as expected with 
autosomal inheritance. 

We believe that this syndrome is 
more common than reports in the lit- 
erature would indicate. It is hoped 
that increased interest will be given 
to patients who have what appear to 
be common verrucae on the mucosa 
and glabrous skin, patients with le- 
sions resembling those of acro- 
keratosis verruciformis, and patients 
with punctate keratoderma or with 
angiomas, fibromas, or neuromas so 
that additional cases of this unusual 
syndrome will be recognized and a 
better understanding of its diverse 
manifestations can be attained. Cer- 
tainly, physicians are encouraged to 
recognize the presence of such wide- 
spread mucocutaneous changes as 
possible important signs of related 
anatomic, metabolic, and other inter- 
nal abnormalities. 


This investigation was supported in part by 
Public Health Service dermatology training 
grant 5-T01-AM-00560-05 from the National In- 
stitutes of Health. 
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Linear Porokeratosis 


A Distinctive Clinical Variant 


of Porokeratosis of Mibelli 


Homayoon Rahbari, MD, Detroit; 


Alejandro A. Cordero, MD, Buenos Aires; Amir H. Mehregan, MD, Detroit 


In eight cases of linear porokeratosis, 
the skin lesions appeared most com- 
monly over the extremities during child- 
hood and were clinically mistaken for lin- 
ear verrucous epidermal nevus or lichen 
striatus. In a review of the literature, only 
seven instances of linear porokeratosis 
were found. We believe that linear poro- 
keratosis should be recognized as a dis- 
tinctive clinical variant and that the condi- 
tion should be taken into consideration in 
the differential diagnosis of linear kera- 
totic cutaneous eruptions. 


| iine iom of Mibelli is a 
clonal disease’ characterized by 
an abnormal type of keratinization at 
the periphery of disk-like lesions. 
Faulty keratinization occurs in the 
advancing border, which is character- 
ized by loss of granular layer and for- 
mation of parakeratotic cornoid la- 
mellae;; Porokeratosis of  Mibelli 
occurs in all ages. The extremities, in- 
cluding the palms and soles, are most 
commonly involved.** Various mor- 
phologic forms of the disease include 
small, discrete, ring-like lesions; hy- 
pertrophic verrucous lesions; lesions 
occurring over the buccal mucosa; and 
lesions of the superficial disseminated 
variety.^' Linear morphology is also 
alluded to, but only with uncer- 
tainty about its definite existence as 
a clinieal entity. A relatively rare 
type of porokeratosis is characterized 
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by development of linear lesions dur- 
ing childhood that resembles a 
linear verrucous epidermal nevus. The 
purpose of this article is to review 
cases of this type recorded in the lit- 
erature and to report eight additional 
cases with the intent of defining this 
form as a distinctive clinical variant 
of porokeratosis. 


Report of Cases 


Pertinent clinical data on eight cases re- 
ported are summarized in the Table. The 
clinical diagnoses included linear ver- 
rucous epidermal nevus, lichen striatus, 
and lichen planus. In two instances, the 
clinical impression of linear porokeratosis 
was listed in differential diagnosis. The 
distribution of the lesions (Fig 1 to 3) was 
over the extremities, affecting distal por- 
tions, including the digits, rather than 
proximal areas. In case 5, lesions were 
present over the left hip, and in case 8, the 
left posterior deltoid area was involved. In 
all cases, the linear lesion exhibited various 
morphologie patterns. Small annular le- 
sions, verrucous and hyperkeratotic areas, 
and lichenoid papules were present. There 
were also central areas of atrophy and 
brownish discoloration of the individual le- 
sions. 


Histopathologic Findings 


Linear porokeratosis is not histo- 
logically different from other clinical 
forms of this disease. Characteristic 
parakeratotic cornoid lamellae origi- 
nate from the opening of the eccrine 
sweat ducts (Fig 4), inside the infun- 
dibular portion of the hair follicles 
and from within the interfollicular 
epidermis. The epidermis is hyper- 
plastic or atrophic depending on the 
areas or type of lesions biopsied. The 
involved hair follicles or sweat ducts 
are usually dilated. A mild lympho- 
eytic inflammatory infiltrate is inva- 
riably present within the upper co- 
rium. 
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Fig 1.—Linear porokeratosis—wrist pha- 
lanx of the fourth and fifth digits. 





Fig 2.—Close-up of linear porokeratosis 
lesions of dorsal aspect of fingers. 


Comment 


The classic description of porokera- 
tosis usually emphasizes discrete le- 
sions occurring over the extremities.* 
' Little attention has been paid to the 
lesions occurring during childhood 
and arranging themselves in a linear 
fashion.** Because of the appearance 
early in life and the linear distribu- 
tion, the usual clinical impression in 
such cases is that of linear epidermal 
nevus. Five out of eight patients re- 
ported in this series had the onset of 
their condition in the first decade of 
life; one patient manifested the dis- 
ease at age 11 and one at age 20. One 
patient had the onset of the disease 
at the age of 55. A few case reports of 
linear porokeratosis occurring in chil- 
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dren are present in the literature, but 
there has been little emphasis placed 
on this clinical variety. Wright’ 
quoted Truffi" as reporting the case 
of a boy of 13 years in whom the le- 
sions had been present since the age 
of 11 months. In this patient, there 
was a definite grouping of the skin le- 
sions corresponding to the distribu- 
tion of the peripheral nerves. Scholl" 
reported a similar case of a child 16 
months old with porokeratosis, "lim- 
ited to the left side of the body." 
Schiller? presented the case of a 12- 
year-old girl who "presents on the 
sole of the right foot small hyper- 
keratotic lesions.” The histologic 
findings in this case proved to be 
those of porokeratosis. Schiller simply 
calls it “porokeratosis of  nevoid 
type.” Welton'™ wrote about a '"36- 
year-old woman who developed linear 
porokeratosis at age 5 following the 
measles,” and who later in life “devel- 
oped the small lesions of dis- 
seminated superficial actinic poro- 
keratosis .. ." Degos et al" presented 
a case of zosteriform porokeratosis of 
Mibelli in a man of 60, whose skin le- 
sions first appeared at the age of 6 
years, gradually spread, and were 
present at age 60. In our cases that 
occurred in children, the lesions had 
persisted at least two years (case 2) 
and up to 13 years (case 7). 

Failure to recognize linear poro- 
keratosis clinically may be due to the 
fact that linear lesions may also occur 
as an isomorphic (Koebner) phenom- 
enon. Butterworth and Strean* stated 
that “clinically a linear lesion has 
been observed in the scratch by a 
cat." Popper mentioned Koebner phe- 
nomenon as an interesting feature of 
porokeratosis of Mibelli, in the discus- 
sion of a case of a 10-year-old boy re- 
ported by Price.'^ In the same discus- 
sion, another discussant stated that 
the mother of the patient corrobo- 
rated that a cat scratched the patient 
at the site of the linear porokeratosis. 
Savage" presented the case of a 14- 
year-old boy who had had porokerato- 
tic lesions since the age of 3 years. 
"The individual lesions are round, 
oval, and gyrate, with many linear 
and band-like streaks resembling a 
linear nevus." "The shape and site of 
lesions on the sides of the neck and 
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Fig 3.—Linear porokeratosis of dorsal 
aspect of toes. 





SEN 

Fig 4.—Linear porokeratosis. Paraker- 

atotic cornoid lamella originating within 

intraepidermal sweat duct unit (hematoxy- 
lin-eosin, original magnification x 135). 


thighs suggest that they were pro- 
duced by scratching.” The point here 
is not to deny the probability of oc- 
currence of isomorphic effect, as it 
may well be present, but to deempha- 
size its role as the sole cause for the 
appearance of linear porokeratosis 
early in childhood. 

Within the past few years, several 
authors have reviewed the clinical 
variants of porokeratosis, but they 
have failed to recognize linear poro- 
keratosis as a distinctive clinical vari- 
ety. Saunders" stated that "Poro- 
keratosis shows no tendency to 
grouping ... lesions are always dis- 
crete. Unilateral forms have been 
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Age at 

Race/ Age at Evalua- 

Cases Sex Onset, yr tion, yr 
1 W/F Birth 5 
2 W/F 8 10 
3 W/M 2 8 
4 W/M 5 9 
5 W/F 55 56 
6 Hawai- 11 21 

ian/M 

7 W/M 7 20 
8 W/M 20 22 


noted and also lesions following nerve 
trunks.” Mikhail and Wertheimer’ 
mention the case presented by 
Freund,” but they also quote Degos,” 
who has stated that “some authors 
believe this is a non-familial type 
which appears in early infancy and 
heals spontaneously and may be a 
form of lichen striatus.” Jones and 
Smith,” whose cases may have been 
other than porokeratosis, stated in 
their description of the disease that 
"porokeratosis is an unusual chronic 
progressive keratoatrophoderma ... 
characterized by circinate or oval 
plaques.” They did not mention the 
linear morphology. 

Freund” presented the case of a 4 
year-old boy who had individual and 
coalesced lesions in a linear pattern 
starting at the age of 18 months over 
the upper and lower extremities, es- 
pecially the right upper and the left 
lower extremities, also on the chest 
and back. These lesions were mostly 
small and the cornoid lamellae could 
not be detected clinically, even with a 
lens. Histologically, however, the case 
showed cornoid lamellae, although a 
suleus with the lamella was not al- 
ways found, as had been stipulated by 
Mibelli. Therefore, Freund called the 
case "forma minima" of porokera- 
tosis. 
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. Eight Cases of Linear Porokeratosis 


Change 
Associated With 
Conditions Treatment Treatment 
Palmar and Keratolytic No change 
plantar agents 
kerato- 
derma 
None None Some spon- 
taneous re- 
gression 
None None 4-3 
None Tretinoin Improving 
None Fluocinolone Improving 
acetonide 
cream, 0.2% 
Pruritis Flurandreno- Improving 
E: lide tape 
None None - 
None Keratolytic Improving 
agents 


Bloom and Abramowitz,” in their 
classification of the clinical forms of 
porokeratosis, referred to linear poro- 
keratosis: "This small lesion called by 
Freund, forma minima, has a ten- 
dency to coalesce with other similar 
lesions to form a third variety, char- 
acterized by linear streaks and re- 
sembling a linear nevus." They stated 
further, "We consider it a traditional 
mistaken conception to consider all 
linear and unilaterally arranged le- 
sions as nevi." They add, 


This disease may therefore be considered 
as a keratodyskeratotic abnormality . . . 
This consideration excludes the necessity 
of calling the lesion a nevus in spite of the 
strong tendency of porokeratotic lesions to 
arrange themselves in a linear and system- 
atized configuration. 


We suggest that linear porokera- 
tosis ought to be considered as a dis- 
tinctive clinical variety and that it 
should be included in the list of dif- 
ferential diagnosis of linear derma- 
toses of childhood, such as linear 
verrucous epidermal nevus, lichen 
striatus, linear psoriasis, and linear li- 
chen planus. 


This study was supported in part by the De- 
troit General Hospital Research Corporation. 
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Treatment of Actinomycetoma With Dapsone 


A Report of Infection With Nocardia asteroides 


Roy S. Rogers III, MD, Sigfrid A. Muller, MD, Rochester, Minn 


Three patients with mycetoma were 
successfully treated with dapsone. No- 
cardia asteroides was cultured from the 
lesions of two patients; these were the 
second and third patients whose cases 
have been reported in the United States. 
The histopathologic appearance of the 
granules in the lesions of the third patient 
was similar to that of the first two, al- 
though the etiologic agent could not be 
cultured. In all three patients, dapsone 
was highly effective but required pro- 
longed administration. The absence of 
bony involvement in the patients contrib- 
uted greatly to the good response to dap- 
sone treatment and to the good prognosis 
for eradicating the latent foci. All three 
patients tolerated the prolonged dapsone 
therapy well, developing only a mild, well- 
compensated hemolytic anemia. 


anbreuseghem' defines a myce- 
toma as a swollen lesion that 
sooner or later involves the bones and 
that eliminates microcolonies or 
grains of the causative organism 
through the sinuses. Mycetomas have 
a worldwide distribution, with most 
of the cases occurring in tropical or 
subtropical climates. Most American 
cases have been reported from the 
southwestern United States. Epi- 
demiologically, men are afflicted five 
times as frequently as women. Adults 
whose occupations require contact 
with the soil are more frequently af- 
fected. There is no racial predilection. 
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Most authorities? believe that the 
causative organisms are traumatical- 
ly inoculated into the skin. 

Macotela-Ruiz? classified myceto- 
mas as (1) actinomycotic mycetomas 
caused by the aerobic actinomyce- 
tes, (2 maduromycotic mycetomas 
caused by true fungi, and (3) ac- 
tinomycosis caused by Actinomyces 
israeli. Zaias et al‘ prefer to simplify 
the classification by combining the 
first and third categories as ac- 
tinomycetoma and naming the second 
category eumycetoma. The two most 
common causes of mycetoma in the 
United States are Allescheria boydii, 
a true fungus, and A israelii, an 
anaerobic Actinomycetales organism. 

Therapeutic nihilism regarding the 
chemotherapy of mycetoma has pre- 
vailed because the very nature of the 
mycetoma renders it resistant to a 
medical approach. The microorga- 
nisms are located in fibrotic regions 
of the soft tissue—regions that are 
difficult to perfuse because of their 
poor blood supply. In addition, other 
pyogenic microorganisms frequently 
are present as secondary invaders, es- 
pecially Staphylococcus awreus. Fi- 
nally, it is often difficult to obtain hu- 
man blood levels as high as the in 
vitro minimal inhibitory concentra- 
tions would suggest are necessary.* 
Despite these difficulties, chemother- 
apy for an actinomycetoma frequent- 
ly is effective. 

We wish to report our observations 
in the treatment of two men who 
were residents of the upper midwest 
area of the United States, ,b6th, of- 










whom had mycetoma caused by an 
unusual pathogen, N asteroides. Dap- 
sone was highly effective, but pro- 
longed treatment with the drug was 
necessary. These are the second and 
third cases of mycetoma caused by N 
asteroides that have been reported 
from the United States. In addition, a 
third patient with actinomycetoma 
was apparently eured by treatment 
with dapsone, although the etiologic 
agent was not cultured, the diagnosis 
being made on clinical and histologic 
bases. 


Report of Cases 


CASE 1.—A 56-year-old white man, a 
farmer from Nebraska, was seen at the 
Mayo Clinic in March 1965 becuase of a 
chronic infection of the skin and subcuta- 
neous tissues of the right shin and right 
groin. He had had a compound commi- 
nuted fracture of the right tibia and fibula 
in a farm accident in March 1961, which re- 
quired extensive debridement and internal 
fixation of the affected bones. The frac- 
tures healed satisfactorily, but serious 
drainage occurred intermittently from a 
sinus tract in the scar, and in October 1963, 
multiple, draining sinuses developed in the 
right leg. Subsequently, multiple, tender 
nodules and draining sinuses occurred in 
the right inguinal region. The patient had 
taken several antibiotics of unknown types 
during the developmental period of the dis- 
ease, but his condition did not improve. He 
had otherwise been well and pursued his 
normal activities. The patient denied any 
constitutional symptoms, fever, or loss of 
weight. 

Physical examination showed that the 
patient was in good general health except 
r the cutaneous findings of many crusted 
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nodular lesions and draining sinuses on his 
right leg (Fig 1, top left) and right in- 
guinal region (Fig 1, top right). These re- 
gions also showed considerable swelling 
and induration. Fever was not present. 
The results of the laboratory tests were 
as follows: hemoglobin level, 12.1 gm/dl; 
erythrocyte count, 4,270,000/cu mm; leuko- 
cyte count, 10,400/cu mm, with a differ- 
ential cell count of 22% lymphocytes, 6% 
monocytes, 67% neutrophils, 4.5% eosino- 
phils, and 0.5% basophils. The "true" blood 
glucose level was 88 mg/dl, the erythrocyte 
sedimentation rate (Westergren) was 76 
mm in one hour, and thy mol turbidity was 
3 units. Results of urinalysis were within 
the normal range. Roentgenograms of the 
chest showed no abnormalities, but those 
of the right tibia and fibula revealed old 
healed fractures of both bones with exten- 
sive sclerosis in the region of the fracture 
but with no active focus of osteomyelitis. 
A biopsy specimen of skin showed mul- 
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Fig 1.—Mycetoma (case 1). Top, Condi- 
tion prior to dapsone therapy (March 
1965). Bottom, Condition after 16 months 
of therapy (July 1966). 
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tiple abscesses and granulating tissue. In 
some abscesses, sulfur granules appeared 
as basophilic lobulated masses with homo- 
geneous centers and slender radiating fila- 
ments that stained positive with PAS and 
were Gram-positive and acid-fast. A part 
of the specimen was cultured in hormone 
blood agar plates at 37 C, in carbon 
dioxide at 37 C and at 30 C, and in eosin 
methylene blue at 37 C and 30 C. There 
was growth in about four days in the cul- 
tures incubated at 37 C, with the appear- 
ance of powdery, white colonies. The tissue 
inoculated in thioglycolate broth cultures 
showed growth near the top that gradually 
disseminated to involve most of the tube. 
Smear and staining of these cultures 
showed a filamentous bacterium that was 
Gram-positive and partially acid-fast. In- 
oculation in casein agar failed to reveal hy- 
drolysis. The identification of this orga- 
nism as N asteroides was confirmed at the 
Center for Disease Control of the Public 
Health Service at Atlanta. 

Erythromycin stearate was given ini- 
tially in a dosage of 500 mg four times a 
day, and the dosage was then reduced to 
250 mg given four times a day for one 
month: Concomitantly, dapsone was given 
in a dosage of 100 mg four times a day for 





18 days; the dosage was them reduced to 


100 mg three times a day. Much improve- . 


ment occurred with the dapsone regimen 
within three weeks, as determined by the 
decrease of the leg edema and the reduc- 
tion of sinus drainage. Urinalysis and 
hematologic examinations, including mea- 
surements of methemoglobin and sulfhe- 
moglobin, were done frequent]y during the 
initial period of treatment, and results 
were normal. 

By June 1965, all the sinuses had healed, 
although a few bluish nodular lesions re- 
mained. A skin biopsy specimen of one of 
these nodules showed typical granules, but 
the abscess was small, and considerable fi- 
brosis was seen. In July 1965, the leg was 
nearly normal in size. A mild, asympto- 
matic, well-compensated hemolytic anemia 
was diagnosed at this time on the basis of 
a slight elevation of the serum bilirubin 
level (indirect, 1.4 mg/dl) and of mild 
macrocytosis that was considered to be 
regenerative. The hemoglobin level was 
11.6 gm/dl, and the leukocyte and platelet 


 eounts were normal. 


From July to September 1965, the pa- 
tient took the dapsone on an irregular 
basis, some days taking 100 mg and other 
days the recommended 300 mg per day. 
When the patient was reexamined in Sep- 
tember, a small, slightly inflammatory, 
nodule was noted on the anterolateral skin 
of the middle of his right leg. A biopsy 
specimen showed a typical granule in a 
small abscess in the dermis. Laboratory 
tests at this time showed a hemoglobin 
level of 12 gm/dl and a reticulocyte count 
of 12.1%. The methemoglobin level was 0.4 
gm/dl, and no sulfhemoglobin was present. 
It was decided to continue the dapsone 
therapy, since the hemolytie process was 
well-compensated; however, the hemoglo- 
bin levels and reticulocyte responses were 
checked at frequent intervals. 

The patient was examined again in July 
1966, at which time all the lesions were 
completely inactive (Fig 1, bottom), and 
the areas had become hyperpigmented. He 
had taken 300 mg of dapsone daily for the 
last ten months. The hemoglobin level was 
12.3 gm/dl, and the value for indirect bili- 
rubin was 1.6 mg/dl. Special blood studies 
revealed levels for methemoglobin of 0.2 
gm/dl and for sulfhemoglobin of 0.1 
gm/dl. No Heinz bodies and no deficiency 
of glucose-6-phosphate dehydrogenase (G- 
6-PD) were found. The dosage of dapsone 
was reduced to 100 mg daily, and it was 
planned to continue this medication one 
more year to avoid the possibilities of re- 
currence. Correspondence in June 1967 
with the patient indicated that he had con- 
tinued to do well. 

Examination on April 26, 1971, revealed 
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that the leSions were completely inactive. 
At that time, the patient stated that he 
had continued to take dapsone, 100 mg 
three times a day, for an additional year 
and then intermittently for several months 
thereafter. Physical examination showed 
only hyperpigmented scars; all the lesions 
were inactive. Biopsy revealed healing skin 
and dermal hemorrhage. The hemoglobin 
level was 14.8 gm/dl, and the leukocyte and 
platelet counts were normal. The erythro- 
cyte sedimentation rate (Westergren) was 
13 mm in 1 hour. The patient was advised 
to discontinue the dapsone therapy. 

CasE 2.-A 57-year-old white man, a 
metal worker from Illinois, was seen at the 
Mayo Clinic in August 1972 because of a 
chronic infection of the skin and soft tissue 
of his right thenar eminence that he had 
had for eight years. In October 1963, the 
patient received multiple palmar pene- 
trations from cactus spines while on a 
hunting trip in Colorado. Approximately 
one year later, he noted a small subcutane- 
ous nodule of the right thenar eminence. 
This lesion was "totally excised" in 1965. 
The patient was informed that the lesion 
was a “sebaceous cyst with a foreign body 
in it." The nodule recurred the following 
year and was reexcised, but the "specimen 
was lost." Another recurrence in 1968 was 
noted; this one developed two draining si- 
nuses. A diagnosis of mycetoma was made 
when one of numerous cultures obtained 
during 1968 grew N asteroides. Through- 
out the period from 1968 until the patient 
was seen at the Mayo Clinic, he had been 
treated with several courses of antibiotic 
therapy, including broad-spectrum anti- 
biotics and sulfapyridine. He had a history 
of being unable to tolerate sulfapyridine in 
doses greater than 1.5 gm per day because 
of nausea. 

Physical examination revealed the pa- 
tient to be in good general health except 
for the cutaneous findings of a 6x 5-cm re- 
gion of induration and fibrosis, with sev- 
eral sinus tracts present on the right the- 
nar eminence (Fig 2, left). 

The results of laboratory tests were as 
follows: hemoglobin level, 15.1 gm/dl; 
erythrocyte count, 4,700,000/cu mm; and 
leukocyte count, 7,000/cu mm, with a dif- 
ferential cell count of 34.595 lymphocytes, 
11.0% monocytes, 54.0% neutrophils, and 
0.5% eosinophils. Results of other labora- 
tory tests that were normal included uri- 
nalysis, fasting plasma glucose, erythro- 
cyte sedimentation rate, serum creatinine, 
serum alkaline phosphatase, and serum 
glutamic oxaloacetic transaminase. The 
cholesterol level was 213 mg/dl and the tri- 
glyceride level was 254 mg/dl. Lipoprotein 
electrophoresis revealed a mild hyper- 
lipoproteinemia of type IV. Serum protein 
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Fig 2.—Mycetoma (case 2). Left, Condi- 
tion prior to dapsone therapy (August 
1972). Right, Condition after nine months 
of therapy (March 1973). 


a 
^ 


electrophoresis and levels of IgG, IgA, and 
IgM were within the normal range. 
Delayed hypersensitivity skin testing 
revealed positive reactions for Candida 
albicans, ^ streptokinase-streptodornase, 
purified protein derivative (5 tuberculin 
units [TU ]), and histoplasmin (positive re- 
action, 10 mm or more of induration). 
Roentgenograms of the chest and right 
hand showed no abnormalities. Electrocar- 
diographic findings were normal. 

The patient was hospitalized. With the 
patient under axillary block, a wide local 
excision was made to remove some of the 
mass of tissue and to obtain tissue for his- 
topathologic examination and culture. A 
skin graft also was performed. Histo- 
pathologie examination of the specimen 
showed multiple abscesses and granulation 
tissue. In some abscesses, sulfur granules 
were present that appeared as basophilic 
lobulated masses with homogeneous cen- 
ters and slender radiating filaments that 
stained positive with PAS and that were 
both Gram-positive and acid-fast. Six of 17 
cultures for mycobacteria, actinomyce- 
toma, fungi and yeast, anaerobic and aero- 
bic bacteria, and Brucella grew N 
asteroides. 

Therapy was started with sulfapyridine 
enseals, 325-mg tablets, five tablets given 
four times a day while the patient was hos- 
pitalized. Sulfa blood levels of 9.6 to 11.8 
mg/dl were obtained with this regimen. 
Sodium bicarbonate in 500-mg tablets, two 
tablets administered four times a day, and 
six 8-oz glasses of water daily were pre- 
scribed in addition. The patient was dis- 
missed after 15 days of hospitalization on 
this regimen, with a viable skin graft in 
situ. 

The patient returned two weeks later 
with anorexia, nausea, and mild dysuria 





=> 


that necessitated the discontinuation of 


sulfapyridine therapy, after which the 
symptoms resolved. Repeat laboratory 
tests revealed no important changes, and 
the patient was given dapsone, 100 mg, 
twice a day. During the ensuing four 
months, the patient tolerated this therapy 
very well. In March 1973, the hemoglobin 
level was 13.8 gm/dl, the erythrocyte count 
was 4,210,000/cu mm, and the leukocyte 
count was 5,600/cu mm. The sulfhemoglo- 
bin level was 0.2 gm/dl and the meth- 
emoglobin level was 0.4 gm/dl. The surgi- 
cal site was completely healed, and there 
was no evidence of recurrence (Fig 2, 
right). Correspondence in August 1973 re- 
vealed that the patient had decreased the 
dosage of dapsone to 100 mg a day and 
that his local physician had in April 1973 
cultured N asteroides from a single pustu- 
lar lesion in the center of the skin graft re- 
gion. The patient was reevaluated at the 
Mayo Clinic in September 1973, and no evi- 
dence of recurrence was noted on physical 
or roentgenographic examination. The pa- 
tient was given a regimen of 100 mg of 
dapsone twice a day. Hematologic factors 
were normal. 

CASE 3.—A 41-year-old white man, a con- 
struction worker from Minnesota, was 
seen at the Mayo Clinic in February 1973 
because of a chronic infection of the skin 
and soft tissues of the lower parts of both 
legs. He had sustained a traumatic abra- 
sion to the left shin while working on a 
construction job in November 1972; the le- 
sion became a persistent ulcer. At the time 
of the injury, he was working in a ditch 
with water coming in over the tops of his 
boots. During the next two months the pa- 
tient received systemically and intramus- 
cularly administered antibiotics (penicillin 
and sulfisoxazole), intramuscularly and 
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topically applied corticosteroids, and topi- 
cally applied gentamicin. He was forced to 
stop work on Jan 26, 1973, and he sought 
further medical attention when the ulcers 
became more painful and limited his mo- 
bility. The patient had been otherwise well 
and denied constitutional symptoms, fever, 
chills, or loss of weight. 

Physical examination showed that the 
patient was in good general health except 
for the cutaneous findings of multiple ul- 
cers on the lower portions of both legs (Fig 
8, left). 

The results of the laboratory tests were 
as follows: hemoglobin level, 13.6 gm/dl; 
erythrocyte count, 5,090,000/cu mm; and 
leukocyte count, 8,500/cu mm, with a dif- 
ferential cell count of 15.5% lymphocytes, 
6.0% monocytes, 74.5% neutrophils, 2.5% eo- 
sinophils, and 1.5% basophils. The value for 
fasting plasma glucose was 83 mg/dl, and 
the erythrocyte sedimentation rate (West- 
ergren) was 51 mm in one hour. The urine 
was normal. Results of fungal serologic 
tests for histoplasmosis, coccidioidomy- 
cosis, blastomycosis, and cryptococcosis 
were negative. Results of skin tests with 
both intermediate (5 TU) and second- 
strength (250 TU) purified protein deriva- 
tives were negative. The serum bromide 
level was undetectable. The levels of serum 
IgG, IgA, and IgM were within the normal 
range, and serum protein studies revealed 
no abnormal y-globulins. Roentgenograms 
of the chest revealed prominence of both 
main pulmonary arteries with abrupt ta- 
pering, suggestive of pulmonary hyper- 
tension. A repeat chest examination was 
negative. Cardiac fluoroscopy also was 
negative. Roentgenograms of both legs re- 
vealed vascular calcifications in both legs. 
There was a soft tissue mass arising from 
the proximal and medial aspects of the left 
leg, but there was no evidence of osteo- 
myelitis. Electrocardiographic findings 
were normal. 
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Fig 3.—Mycetoma (case 3). Left, Condition prior to dap 
therapy (February 1973). Center, Condition after one month of 





d 


sone 


A skin biopsy specimen showed multiple 
abscesses and granulation tissue. In some 
abscesses, sulfur granules were present 
that appeared as basophilic lobulated 
masses with homogeneous centers and 
slender radiating filaments that stained 
positive with PAS and were both Gram- 
positive and acid-fast. Several cultures for 
fungi, yeast, and Actinomyces organisms 
were overgrown by Staph aureus. Cultures 
for mycobacteria, Brucella, and anaerobic 
bacteria were negative. 

Starting on the seventh day of hospital- 
ization, dapsone was given in a dosage of 
100 mg twice a day for 22 days. Marked 
improvement on this regimen was noted 
within two weeks, as determined by a de- 
crease in the purulent drainage and by epi- 
thelialization of the ulcers (Fig 3, center). 
Results of frequent hemograms and uri- 
nalysis during the hospitalization were 
normal. Sulfhemoglobin and methemoglo- 
bin levels rose from 0.6 gm/dl and 1.9 
gm/dl, respectively, after 14 days of ther- 
apy to 1.5 gm/dl and 3.6 gm/dl after 22 
days of therapy. When the patient was dis- 
missed from the hospital, the dosage of 
dapsone was reduced to 100 mg every other 
day, and to 200 mg on alternate days. 

Six weeks after the initiation of dapsone 
treatment, the leg ulcers were almost com- 
pletely healed and the patient was asymp- 
tomatic. The hemoglobin level had de- 
creased to 10.4 gm/dl; the sulfhemoglobin 
level was 0, and the methemoglobin level 
was 0.3 gm/dl. Eight weeks after the onset 
of therapy, the ulcers were completely 
healed. The hemoglobin level was 12.5 
gm/dl. By 15 weeks, the hemoglobin level 
had returned to the pretreatment level 
(13.5 gm/dl), and there was no evidence of 
recurrence. Follow-up at seven months re- 
vealed no evidence of recurrence (Fig 3, 
right). Therapy with dapsone has contin- 
ued, 100 mg every other day and 200 mg on 
alternate days. 





therapy (March 1973). Right, Condition after seven months of 
therapy (August 1973). 


Comment 

Dapsone Chemotherapy of Myce- 
toma.—Dapsone was synthesized by 
Fromm and Wittmann: in 1908, but 
the drug was not shown to exhibit an- 
tibacterial activity until 1987 when 
Buttle et al and Fourneau et al’ in- 
dependently reported its efficacy in 
streptococcal infections in mice. Effi- 
cacy against Mycobacterium tubercu- 
losis was reported in 1940 and 
against M leprae in 1943." 

Latapi'^'* first used the sulfones 
for the treatment of mycetoma in 
1946. González Ochoa et al*'* also ob- 
tained good results with the sulfone 
dapsone in the treatment of N bra- 
siliensis mycetoma; during the 1950s 
he obtained cures in 30% of the pa- 
tients, improvement in 60%, and fail- 
ures in 10% using dapsone in doses of 
100 mg twice a day for two to four 
years.^ 

In 1960, Cockshott and Rankin" 
confirmed that dapsone was an effec- 
tive drug in the treatment of myce- 
toma. They combined a preliminary 
course of broad-spectrum antibioties 
to reduce the secondarily invading 
microorganisms with a long-term 
course of dapsone in a dosage of 100 
mg twice a day. Immobilization of the 
affected part by rest in bed during 
the initial treatment period was con- 
ducted. Subsequent therapy was con- 
tinued on an ambulatory basis. This 
regimen remained popular through- 
out the 1960s.'* 

Vasarinsh" described a patient 
with primary cutaneous mycetoma 
due to N asteroides who responded 
to a polychemotherapeutic approach 
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that included 500 mg of sulfadiazine 
administered four times a day, 250 
mg of erythromycin given four times 
a day, and 100 mg of dapsone admin- 
istered twice a day for two weeks, 
then 100 mg every day for one month. 
'At that time, the dapsone therapy 
was discontinued, but the use of the 
other two antibioties was continued 
for two more months. At the time of 
the report, the patient had been 
symptom-free for 13 months. Becton 
and Niebauer'* described a patient 
with N brasiliensis mycetoma who 
received dapsone therapy (dosage not 
stated) for one year after initial poly- 
chemotherapy with dapsone, strep- 
tomycin, and tetracycline. Gould'* de- 
scribed a patient with eumycetoma 
due to Madurella grisea who was 
treated with dapsone, 200 mg twice a 
day, for two years. At the time of the 
report, the progression of the disease 
was halted but a "clinical cure" had 
not been effected. Schneidman and 
Adams” reported failure of a N 
brasiliensis actinomycetoma to re- 
spond to dapsone, but the follow-up 
period was very short and the dosage 
was low (50 mg given every day). 
Kandhari et al^ described a patient 
with mycetoma due to N asteroides 
who was treated with dapsone in 
doses of 200 mg daily. Complete reso- 
lution occurred after one year of ther- 
apy. Dapsone therapy was continued 
at a dose of 50 mg daily for another 
year. Follow-up for an additional year 
revealed no recurrence. 

Other Chemotherapy of Actino- 
mycetoma.—Other chemotherapeutic 
agents have been efficacious in the 
treatment of aerobic actinomyceto- 
mas. González Ochoa? obtained re- 
sults similar to those obtained with 
dapsone in N brasiliensis mycetoma 
by using a sulfonamide, sulfadoxine 
(Fanasil, Switzerland). Recently, 
González Ochoa and Tamayo? have 
achieved cures in 50% of patients, 
marked improvement in 45%, and 
failures in 5% after two to 16 months 
of therapy using a combination anti- 
bacterial drug, co-trimoxazole (Bac- 
trim or Septrin). This drug is a combi- 
nation of 80 mg of trimethoprim and 
400 mg of sulfamethoxazole. Tri- 
methoprim is a bactericidal drug that 
exerts antifolic acid activity by inhib- 
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iting bacterial dihydrofolate reduc- 
tase activity. Sulfamethoxazole com- 
petes with aminobenzoic acid for 
incorporation into pteroylglutamic 
acid. These drugs act synergistically. 
Other authors'®** confirmed this 
drug's efficacy in the treatment of 
aerobic actinomycetomas. Pulmonary 
infection with N asteroides also has 
been successfully treated with co- 
trimoxazole.^ Although we believe 
that dapsone is the drug of choice for 
the treatment of mycetoma due to 
Nocardia sp, further clinical experi- 
ence with co-trimoxazole may prove 
that it is equally effective though 
much more expensive. 

Pharmacology and Toxicology of 
Dapsone.—This subject has been re- 
viewed recently by Millikan and Har- 
rell. These authors pointed out that 
the disubstituted sulfones (glucosul- 
fone and sulfoxone) act by release of 
dapsone in the gastrointestinal tract, 
and most investigators prefer to ad- 
minister dapsone directly. Absorption 
of 8596 of the dapsone from the gas- 
trointestinal tract occurs. In the se- 
rum, 80% of the dapsone is in the free 
form and 2096 in the water-soluble 
form. Excretion occurs primarily by 
the kidneys. Renal tubular excretion 
can be blocked by probenecid. Dap- 
sone passes into the enterohepatic 
circulation, causing prolonged recir- 
culation in the body before excretion. 
Clinieally, this is manifested in 
higher dose levels than would be ex- 
pected. The mechanism of action in 
the treatment of mycetoma probably 
depends on substrate competition for 
aminobenzoic acid." 

Dapsone is usually well tolerated, 
but adverse reactions have been re- 
ported. Cutaneous side-effects include 
morbilliform eruptions, urticaria, 
erythema nodosum, erythema multi- 
forme, toxic epidermal necrolysis, and 
exfoliative dermatitis.” Cholestatic 
jaundice,” toxic hepatitis, and psy- 
chotic episodes due to either acute 
overdose or chronic exposure? also 
have been reported. 

The hematopoietic system is the 
site of major toxicity to dapsone. Ad- 
verse effects include methemoglo- 
binemia, Heinz body formation, he- 
molytic anemia, and agranulocytosis. 
Methemoglobinemia and Heinz body 


formation are common findings in 
dapsone-treated patients; the find- 
ings are dose-dependent, and are usu- 
ally well-tolerated. The hemolytic 
anemia occurs in normal subjects in 
doses of 200 to 300 mg per day, and ` 
the severity is directly related to the * 
dosage of dapsone.” Patients with a 
deficiency of G-6-PD and a deficiency 
of glutathione reductase?' develop he- 
molytic anemias at lower doses of 
dapsone than do normal subjects. 
DeGowin™ suggested that easily de- 
tected hemolysis does not occur in 
normal subjects who are taking daily 
doses of 100 mg or in patients 
deficient in G-6-PD who are taking 
daily doses of 50 mg. Dapsone-in- 
duced agranulocytosis has been re- 
viewed, and Catalano? emphasized 
that eight deaths due to dapsone-in- 
duced agranulocytosis occurred in 
military personnel after dapsone was 
used as malarial prophylaxis. 

These case reports exemplify sev- 
eral points with regard to the chemo- 
therapy of mycetoma with dapsone. 
The duration of therapy with dapsone 
is the key. González Ochoa? has 
pointed out that consistent, long- 
term treatment is necessary. Treat- 
ment should be extended well beyond 
the "clinical cure" in anticipation of 
eradicating any latent foci. In case 
l, treatment with dapsone was ex- 
tended for 40 months, which was 24 
months beyond the apparent "clinical 
eure" (12 months on the advice of his 
physician and 12 additional months 
by the patient on his own initiative). 
In case 2, treatment lasted 14 months, 
which was five months after the last 
recurrence of the infection. In case 3, 
therapy was for eight months, or 
seven months beyond the initial ap- 
parent “clinical cure.” In both cases 2 
and 3, the patient will be treated with 
dapsone for at least 12 months be- 
yond the time that the organism can 
last be demonstrated culturally or 
histopathologically. 

The prognosis for chemotherapeu- 
tic eradication of the offending micro- 
organism is better for mycetomas 
limited to soft tissues, in which ade- 
quate tissue levels of antibiotics can 
be anticipated and local therapy, such 
as irrigation and debridement, can be 
accomplished. With involvement of 
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deeper tissue, especially bone, the 
duration of treatment is necessari- 
ly prolonged and the prognosis for 
"complete cure" is lessened. González 
Ochoa* stated that relapses are usu- 
ally due to premature suspension of 
treatment after "clinical cure" has 
become apparent. Case 2 illustrates 
this point. The patient decreased his 
dose for one month and a recurrence 
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TEST YOUR KNOWLEDGE 


Question.—In regard to Hodgkin disease, there is evidence to support all of the fol- 
lowing statements except: (a) There is an increase of approximately three times the in- 
cidence of Hodgkin disease in siblings, parents, and children of patients with the dis- 
order. (b) There is a functional derangement of thymus-derived lymphocytes. (c) There 
is an excess of Hodgkin disease among individuals with the HL-A 5 histocompatibility 
group. (d) Splenomegaly always represents splenic involvement with lymphoma and 
warrants reclassification of patients with stage I or II Hodgkin disease into stage III. 
(For answer, see page 542.) 
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High clinical efficacy against three 
important fungal pathogens 

Over-all results in seven double-blind 
studies: 77% of 188 patients with identified 
Trichophyton rubrum, Trichophyton 
mentagrophytes, Epidermophyton floccosum 
had a good-to-excellent clinical and myco- 
logical response to treatment.! In T. rubrum 
infections (132 patients) MicaTin produced 
82% excellent-to-good clinical response. 

Early relief of pruritus and other 
symptoms. Prompt subjective improvement 
is the rule. Relief of itching was noted in the 
first week of therapy in most patients. Signifi- 
cant objective improvement of lesions is 
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majority of infections are clinically and 
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Low incidence of irritation, although it 
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“burning” sensation, irritation and 
maceration. 


after end of treatment. 


There were 121 patients who were avail- 
able for follow-up and who were clinically 
and mycologically clear at the end of treat- 
ment. Of these, 111 patients (9296) were still 
clinically and mycologically clear upon re- 
examination 4 weeks (median) later. 
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Johnson & Johnson. 
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For Other Body Areas 


Without the applicator tube (simply 
pull it out) Aeroseb-D is effective 
in treating other dermatoses. 
Because Aeroseb-D possesses a lower 
pressure than other steroid sprays, 
less is wasted by the patient. 
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Œ Dual use design; with applicator tube for steroid-responsive dermatoses 
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A 49-year-old man had a skin rash of 
three years' duration consisting of follicu- 
lar pustules surrounded by areolae of pur- 
pura. He had had hepatosplenomegaly 
and suffers from arthralgia and purpura of 
the egs. His serum was shown to contain 
a cryoglobulin consisting of an IgG-igM 
complex, with rheumatoid factor activity. 
Histologically, vasculitis was present 
around the pustules. 

The syndrome of purpura, arthralgia, 
and mixed IgM-IgG cryoglobulinemia is 
one of a group of essential cryoglobu- 
linemias due to circulating immune com- 
plexes, presumably causing damage at 
the sites of their precipitation. 

The chronic follicular pustular purpura, 
which has not been described previously 
to our knowledge, is assumed to have 
evolved on the background of subclinical 
perifollicular vasculitis. 


n 1966, Meltzer et al described 

a condition that was characterized 
clinieally by purpura, arthralgia, and 
hepatosplenomegaly; serologically by 
the presence of eryoglobulin, consist- 
ing o* an IgG-IgM complex possess- 
ing rneumatoid factor activity; and 
pathoohysiologically by vasculitis and 
glomerulitis. We have seen another 
case of this syndrome in which there 
was the additional feature of an erup- 
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Fig 1.—Lesion of follicular pustular pur- 
pura. Follicular pustule with central hair 
surrounded by areola of purpura. 


tion. Such a case has not been previ- 
ously described, to our knowledge. 


Report of a Case 


A 49-year-old man, had first been hospi- 
talized in 1966 because of purpura and 
hepatosplenomegaly, which had first been 
noted in 1964. On that admission, the only 
unusual physical findings were a liver that 
was palpable 7 em below the costal margin, 
a spleen that was palpable about 2 em be- 
low the costal margin, and purpura on the 
lower thirds of both shins. The erythrocyte 
sedimentation rate, the results of routine 
hematologic and coagulation studies, the 
serum glucose value, the blood urea nitro- 
gen value, and the results of liver function 
studies were all within normal limits. Prior 
to his admission to our department in No- 
vember 1970 the patient's complaints con- 
sisted of almost continuous but bearable, 
migrating joint pains that afflicted the 
shoulders, elbows, knees, ankles, and meta- 
carpals; recurrent crops of purpura of the 
legs; and a skin rash consisting of pustules 
on a red background. These symptoms had 
been present for about three years. He 
specifically denied having weakness. 
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nal magnification x 40). 


On physical examination he appeared 
well. Liver and spleen were no longer pal- 
pable. The legs and backs of the feet were 
covered with purple or bluish, slightly ele- 
vated petechiae, from 2 to 6 mm in diame- 
ter, interspersed with older lesions pre- 
senting as brown maculae. 

Over the thighs, buttocks, back, lower 
abdomen, and shoulders, there were up to 
30 diserete efflorescences that consisted of 
single, pinhead-sized, yellow follicular pus- 
tules, mostly with a central hair, sur- 
rounded by a round to elliptic, well-demar- 
cated purpuric areola, ranging in size from 
about 3 mm to 3 em in diameter. The color 
of the areola was bright red in the fresh 
efflorescences and duller and darker in the 
more recent ones; while in the older efflo- 
rescences, with only traces of the central 
pustule discernible, the color was rusty- 
red, with the occasional appearance of 
what looked like fine cayenne pepper (Fig 
1). There was no perifollicular purpura 
without a follicular pustule or its rem- 
nants. 

A tourniquet test was positive. The ocu- 
lar fundi were normal. Results of electro- 
cardiography and of an x-ray film of the 
chest were normal. 

Histologic Findings.—A punch biopsy 
specimen of a representative lesion showed 
a single hair follicle with folliculitis: there 
was a perifollieular infiltrate by leuko- 
cytes, lymphocytes, and histiocytes, with- 
out a follicular pustule or remnants thereof 
(Fig 2). Small blood vessels throughout the 
surrounding dermis showed signs of vascu- 
litis. There was endothelial swelling. 
Around the blood vessels, infiltration by 
leukocytes, nuclear fragments, lympho- 
cytes, histiocytes and a few eosinophils 
was present (Fig 3). The infiltrate sur- 
rounded and sometimes invaded the blood 
vessel wall. A few erythrocytes were scat- 
tered in the dermis. A discrete PAS-posi- 
tive layer was found around some of the 
vessels. No thrombi were found. Prussian 
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Fig 2.—Folliculitis with perifollicular infiltrate subcorneal pus- 
tule and vasculitis in adjacent vessels (hematoxylin-eosin, origi- 
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Fig 4.—Electrophoresis of serum (top) 
and of isolated cryoprecipitate (bottom). 


blue stain for hemosiderin was negative. 
Laboratory Studies.—Laboratory studies 
showed normal values for complete blood 
cell count, urinalysis, blood urea nitrogen, 
total serum  bilirubin, serum alkaline 
phosphatase, serum cholesterol, serum cal- 
cium, serum phosphate, serum uric acid, 
and serum glutamic oxaloacetic transami- 
nase. The erythrocyte sedimentation rate 
was 15 mm/hr. The serum fibrinogen, pro- 
thrombin time, and blood coagulation stud- 
ies showed normal results. Sulfobromoph- 
thalien (Bromsulphalein) excretion was 
normal. Thromboagglutinins, leukoaggluti- 
nins, and cold agglutinins were absent. 
Haptoglobins were normal and the Coombs 
test was negative. There was no protein- 
uria, and the creatinine clearance was nor- 
mal. Lupus erythematosus cell prepara- 
tions were negative. Antinuclear factor 
was present, and the sheep cell agglutina- 
tion test was positive. Latex fixation titers 
ranged between 1:160 and 1:640. 
Electrophoresis of the patient’s serum 
did not reveal any abnormality. The total 
protein value was 8.7 gm/100 ml; the albu- 







min value 4.8 gm/100 ml; the value for y.- 
globulin and y,-globulin fractions was 2.05 
gm/100 ml (normal values: 6.5 to 8.5 gm/ 
100 ml; 3.5 to 4.8 gm/100 ml; and 0.9 to 2.1 
gm/100 ml, respectively). 

Coagulase-negative Staphylococcus 
albus grew from several cultures of smears 
taken from the pustules. 

Protein Studies.—When blood drawn into 
a syringe, which had been warmed to 37 C, 
was centrifuged and the separated serum 
kept at 4 C overnight, a cryoprecipitate 
formed. This precipitate was isolated by 
centrifugation in the cold and washed five 
times with cold, physiological saline solu- 
tion. 

Electrophoresis of the serum was per- 
formed on cellulose acetate membranes; 
after the separation of the cryoprecipitate, 
it showed a drop of 9.8% in the total pro- 
tein value (from 8.7 gm/100 ml to 8.0 
gm/100 ml) and a drop of 19.5% in the val- 
ues of y.-globulin plus y,-globulin (from 
2.05 to 1.55 gm/100 ml). Electrophoresis 
of the isolated, washed cryoprecipitate 
showed a single, homogeneous peak of y- 
globulin mobility (Fig 4). 

Ouchterlony immunodiffusion studies 
and immunoelectrophoresis? were carried 
out in a medium of 1% agarose containing 
barbital buffer, pH 8.6, ionic strength 
0.075. Immunoglobulins and complement 
were quantitated by radial diffusion analy- 
sis, using a modification of the method de- 
scribed by Mancini et al. 

Immunoglobulin quantitation in the 
whole serum gave the following values: 
IgG, 1,200 mg/100 ml (normal mean, 1,158 
mg/100 ml +305); IgA, 30 mg/100 ml (nor- 
mal mean, 200 mg/100 ml +60); IgM, 500 
mg/100 ml (normal mean, 99 mg/100 ml 
+27). Immunoglobulin quantitation of the 
cryoprecipitate showed that the IgG level 
was 120 mg/100 ml, the IgA was absent, 
and the IgM level was 500 mg/100 ml. 

The serum C'3 component was 120% of 
normal (normal mean 80% +12), the serum 
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Fig 5.—A, Immunoelectrophoresis of serum developed with whole antihuman 
serum (HAHS) showing marked IgM component (arrow). B, Cryoprecipitate (cryo) 
showing IgM component developed with goat anti-IgM (GA-IgM,u) and second 
component when developed with HAHS (arrow). C, Cryoprecipitate (Cryo) show- 
ing presence of K-light chains when developed with anti-K Bence Jones anti- 
serum (RAKBJ). D, Cryoprecipitate showing presence of IgG when developed 
with anti-Fc fragment antibody (RAFc). 


C'4 was present in trace amounts only. No 
C’3 and C’4 were detected in the isolated, 
washed cryoprecipitate. Latex fixation of 
the patient’s whole serum as well as of the 
cryoprecipitate gave a titer of 1:320. 

Immunoelectrophoresis of the whole se- 
rum, drawn at 37 C and developed with 
an antiserum to human serum, showed a 
prominent IgM fraction. Immunoelectro- 
phoresis of the isolated, washed cryopre- 
cipitate developed with the same anti- 
serum and with antisera monospecific for 
p-chains, the Fc fragment of IgG, K- 
Bence Jones and L-Bence Jones porteins, 
established the presence of an IgG-IgM 
complex. The complex was found to be 
composed of a heterogeneous IgG consist- 
ing of L and K type IgG molecules, the 
IgM being monoclonal and composed ex- 
clusively of IgM-K molecules. Immuno- 
electrophoresis did not reveal the presence 
of C’3 and C'4 components of complement 
in the cryoprecipitate (Fig 5). 


Comment 


Meltzer et al' reported the presence 
of mixed IgG-IgM cryoglobulins with 
rheumatoid factor activity in the sera 
of nine patients with cryoglobuline- 
mia, all of whom exhibited a rather 
uniform clinical picture, consisting of 
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arthralgia,purpura,hepatosplenomeg- 
aly, and weakness. Several addition- 
al cases have been reported since then. 
Some patients were also afflicted with 
lymphadenitis, Sjógren syndrome, 
thyroiditis, endocarditis, uveitis, or 
hepatitis.-" Glomerulonephritis is a 
frequent occurrence in cases of mixed 
IgG-IgM ecryoglobulinemia.'***'* The 
course of the disease may be pro- 
tracted, but once glomerulonephritis 
supervenes, the outcome rapidly be- 
comes fatal, with the patient dying of 
renal failure within a few months.** '* 

The skin manifestations that have 
been described so far in the literature 
in patients afflicted with this complex 
of symptoms include purpura, Ray- 
naud phenomenon,' *^'' necrotizing 
vasculitis (trisymptóme of Gouge- 
rot)?? and crural ulcers.'"*"! Cold 
urticaria was reported in three cases 
of IgG-IgA cryoglobulinemia? but 
has not yet been encountered in IgG- 
IgM cryoglobulinemia. No other cuta- 
neous manifestations of cryoglobulin- 
emia’ have been reported in this 
syndrome. 

In all these cases, histologic ex- 


amination of the skin has revealed es- 
sentially the same finding of. leu- 
kocytoclastic vasculitis of varying 
severity.^"* In one case, a predomi- 
nantly lymphocytic infiltrate was 
found, and in another, hyaline 
thrombi were present as well.* 

Our immunologic findings are iden- 
tical to those originally described by 
Meltzer et al in mixed cryoglobulin- 
emia.’ The cryoprecipitate was char- 
acterized as a single, homogeneous 
peak of y-globulin mobility, with rheu- 
matoid factor activity consisting of an 
IgG-IgM complex, with the rheuma- . 
toid factor activity consisting of an 
IgG-IgM complex, with the IgM 
being of the monoclonal IgM-K type. 
The very low C’4 and the normal C'3 
complement fraction serum concen- 
trations are consistent with the data 
published on mixed cryoglobuline- 
mia.'^ They indicate the probable ac- 
tivation of the complement system 
via the classic pathway." The IgG- 
IgM complex results from anti-IgG 
activity of its IgM component.'*'* 
Such IgG-anti-IgG complexes of quite 
disparate genesis occur in the “con- 
nective tissue diseases,"'^'* in syphi- 
lis? and in infectious mononucleo- 
sis.^^?? These IgG-anti-IgG complexes 
(whether cryoprecipitable or not) 
have been implicated, on experimen- 
tal as well as on clinical evidence, in 
the pathogenesis of glomerulitis, cu- 
taneous vasculitis, and arthritis." 
Immunoglobulin deposits have been 
demonstrated by | immunofluores- 
cence to be present in the kidneys,'”” 
as well as in the skin vessels,’*° 
in the syndrome of Meltzer and 
Franklin. Whether the symptom-com- 
plex of Meltzer and Franklin consti- 
tutes a distinct nosological entity re- 
mains to be seen. So far, it is one of a 
group of clinically similar essential 
cryoglobulinemias due to circulating 
IgG-anti-IgG complexes; this group 
includes IgG-IgA cryoglobulinemia,'* 
IgG-IgM cryoglobulinemia with cold 
urticaria, and vasculitis,^ and celiac 
disease with vasculitis and cryoglo- 
bulinemia.* The syndrome of Meltzer 
and Franklin thus belongs to the 
spectrum of cutaneous-systemic an- 
geitis, which is believed to be caused 
by circulating immune complexes, the 
histological hallmark of which is leu- 
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kocytoclastie vasculitis.** 

Purpura is a well-accepted manifes- 
tation of immune complex disease 
and is invariably present in the syn- 
drome delineated by Meltzer et al. 
Pustular purpura has been described 
in conjunction with fulminant menin- 
gococcal, gonococcal, and staphylococ- 
cal bacteremia.”® Perifollicular pur- 
pura occurs in scurvy. 

Our patient has, in addition to the 
usual purpura on the legs, a quite dis- 
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tinetive chronic eruption. This erup- 
tion consists of follicular pustules, 
which surround themselves, so to say, 
with a purpuric areola. We could not 
find this type of efflorescence previ- 
ously described in the literature. It is 
evident that follicular infection by co- 
agulase-negative S albus could not by 
itself produce this unusual eruption. 
We assume that the staphylococcal 
folliculitis developed on the back- 
ground of subclinical vasculitis in the 
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TEST YOUR KNOWLEDGE 


Answer.—(d) Splenomegaly associated with Hodgkin disease is not synonymous with 
splenic involvement associated with this disease. Glatstein E, et al: The value of lap- 
arotomy and splenectomy in the staging of Hodgkin disease. Cancer 24:709-718, 1969. 
(For question, see page 534.) 
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Sarcoidosis Presenting 


as Lymphedema 


Muttathil P. Ravindra Nathan, MB, BS, MRCP; Richard Pinsker, MD; 
P. Harvey Chase, MD; Alberto Elguezabel, MD, New York 


A 32-year-old black woman developed 
lymphedema of the legs that persisted for 
almost 11 years before cutaneous and 
systemic manifestations of sarcoidosis 
became apparent. Lymphedema as the 
presenting manifestation of sarcoidosis is 
unusual but interesting and, to the best of 
our knowledge, has not been previously 
documented. 


arcoidosis is a disease of un- 
known cause with protean mani- 
festations involving the lymphore- 
ticular system and affecting many or- 
gans of the body. Although cutaneous 
manifestations are common, lymphe- 
dema as a presenting feature of sar- 
coidosis does not appear to have been 
reported previously. The following ar- 
ticle reports the case of a patient in 
whom lymphedema developed and per- 
sisted for almost 11 years before the 
correct diagnosis of sarcoidosis was 
made. 


Report of a Case 


A 32-year-old black woman was ad- 
mitted to the Jewish Hospital and Medical 
Center of Brooklyn on Feb 7, 1973, with ex- 
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tensive skin eruptions and lymphedema of 
both legs. She gave a history of swelling 
and recurrent ulceration of the left leg 
since childhood. The patient first came un- 
der medical attention at a hospital in 
North Carolina at age 20 when her condi- 
tion was diagnosed as chronic lymphan- 
gitis and lymphedema of both legs. The 
cause was uncertain. Two years later her 
condition was worse, with severe lymph- 
edema of both legs and extensive ulceration 
in the left leg. At that time, the patient un- 
derwent a lumbar sympathectomy as well 
as a saphenous vein stripping of the left 
leg. With no improvement from this proce- 
dure, the entire area of ulceration and scar 
was excised from the left leg and split- 
thickness grafts were applied. The patient, 
however, continued to have ulcers of the 
legs. At this time, she was also found to 
have radiological changes of osteomyelitis 
of the distal portion of the left tibia and of 
the left fibula. On Oct 11, 1963 she under- 
went a below-the-knee amputation of the 
left leg. Although the patient was able to 
wear a prosthesis, the lymphedema of the 
stump persisted. 

In 1971, the patient developed maculo- 
papular and nodular erythematous erup- 
tions associated with worsening of edema 
of the legs. A skin biopsy specimen at an- 
other hospital was suggestive of sarcoido- 
sis, but no treatment was given. She devel- 
oped blurring of vision and photophobia in 
1972. In 1978 during the present admission, 
physical examination revealed massive in- 
durated nonpitting edema of the right leg 
and the stump of the left leg (Fig 1). There 
were multiple, large, oval and irregular ul- 
cers on the right leg. The skin showed 
widely disseminated papular and nodular 
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Fig 1.—Lymphedema, scar sarcoid, and 
healing ulcers in legs. 





eruptions on 


Fig 2.—Maculopapular 
right forearm. 


lesions (Fig 2) and firm subcutaneous ulcer- 
ating nodules. The scar on the abdomen 
and areas of skin graft were thickened and 
infiltrated. The eyes showed clear evidence 
of uveitis. The cornea was thickened with 
severe keratic precipitates on the posterior 
surface, and there was evidence of old pos- 
terior synechiae. 
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Laboratory Data.—Complete blood cell 
count, urinalysis, serum electrolytes, blood 
glucose, serum calcium level, serum phos- 
phorous level, serum alkaline phosphatase 
level, serum bilirubin level, serum glutamic 
oxaloacetic transaminase, serum glutamic 
pyruvie transaminase, lactic dehydrog- 
enase, and prothrombin time were all 
within normal limits. Serum albumin level 
was 3.8 gm/100 ml and serum globulin 
level was 3.8 gm/100 ml, with an increase 
in immunoglobulins. A chest x-ray film re- 
vealed bilateral hilar lymphadenopathy. A 
skin test with intermediate purified pro- 
tein derivative and fungal antigens was 
negative. Twenty-four-hour urinary cal- 
cium excretion was normal. The VDRL 
and serologic tests for syphilis were nega- 
tive. Antinuclear antibody test and lupus 
erythematosus preparation were negative. 
Tests for filariasis were negative, and 
swabs from the ulcers were negative for 
any bacterial or fungal growth. 

Microscopical examination of the skin 
biopsy specimen revealed a dense cellular 
infiltrate in the dermis that consisted of 
lymphocytes, histiocytes, and epithelioid 
cells. An inguinal lymph node biopsy speci- 
men showed numerous typical, noncaseat- 
ing tuberculoid granulomas composed of 
epithelioid and giant cells and lympho- 
cytes. Stains and culture for acid-fast ba- 
cilli were negative. 

Clinical Course and Treatment.—The bi- 
lateral lymphadenopathy, uveitis, skin, 
and lymph node histologic findings and 
characteristic skin lesions clearly sug- 
gested sarcoidosis. The patient was treated 
with 45 mg of prednisone daily. Within two 
weeks, there was manifest improvement of 
the skin lesions and lymphedema of the 
legs. At the end of one month, the cutane- 
ous lesions and lymphedema had regressed 
considerably and the uveitis was better. 
The skin became nearly normal, and 
lymphedema had almost completely dis- 
appeared by the end of two months. 


Comment 


Cutaneous manifestations occur in 
approximately one third of all pa- 


tients with sarcoidosis,’ and the le- 
sions may differ greatly in variety 
and distribution. The lesions result 
from dense accumulation of epithe- 
lioid cell granulomas in the dermis. 

In recent years, a vast amount of 
literature has accumulated regarding 
unusual skin manifestations of sar- 
eoidosis, such as leg ulcers,’ sarcoidal 
reactions in tattoos,’ exuberant ver- 
rucous sarcoidosis,‘ subcutaneous 
nodular sarcoidosis with calcifica- 
tion,” and psoriasiform sarcoidosis,’ 
but so far there has been no report of 
lymphedema as the presenting mani- 
festation of sarcoidosis. Our patient 
had definite lymphedema of legs 
about 11 years prior to the present 
admission; a development that was in 
all probability due to sarcoidosis, but 
the true nature of the disease was not 
revealed until she developed further 
skin lesions. The lymphedema in this 
patient obviously resulted from lym- 
phatic blockade of the legs by sarcoid 
infiltration of inguinal lymph nodes. 
Treatment of lymphedema of other 
causes is generally not very effective. 
It was interesting to note that the 
lymphedema quickly cleared to a con- 
siderable extent after the institution 
of corticosteroid therapy. 
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Acanthosis Nigricans Following 
Diethylstilbestrol Therapy | 


Occurrence in Patients With Childhood Muscular Dystrophy 


Sirirat R. Banuchi, MD; Louis Cohen, MD; Allan L. Lorincz, MD; Julie Morgan, PhD, Chicago 


Acanthosis nigricans developed in two 
brothers with childhood (Duchenne) mus- 
cular dystrophy who were among six pa- 
tients receiving diethylstilbestro| as an 
experimental treatment of their muscle 
disease. These observations and others 
suggest that estrogen may play some role 
in the development of this relatively un- 
common skin disorder. 


io in high dosage 
is being used experimentally in 
the treatment of childhood (Duchenne) 
muscular dystrophy (CMD).'? Two of 
six boys receiving this medication de- 
veloped acanthosis nigricans (AN). 
The cause of this relatively uncom- 
mon skin disorder is unknown. Its oc- 
currence under these circumstances 
suggests that estrogenic substances 
may play some role in the develop- 
ment of this disorder. 


Report of Cases 


Six boys, aged 5 through 17 years, with 
CMD have been treated with orally admin- 
istered diethylstilbestrol 2 to 10 mg daily 
for 3 months to 4% years. All developed 
gynecomastia and hyperpigmentation of 
the areolae, nipples, navel, linea alba, and 
scrotum. The one postpuberal boy also de- 
veloped testicular atrophy, and the growth 
rate of his facial hair was slowed. Two of 
the boys, who were brothers, developed 
acanthosis nigricans. Their histories fol- 
low: 

CasE 1.—Childhood muscular dystrophy 
was diagnosed in a 5-year-old Jewish boy. 
When he was 11 years old, his disability 
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was determined to be grade 3. At that 
time, after a six-week control period, he 
was given 5 mg of diethylstilbestrol daily, 
and except for one additional six-week pe- 
riod, he has received this medication con- 
tinuously for 18 months. The levels of the 
serum enzymes, creatine phosphokinase 
(CPK) and lactic acid dehydrogenase 
(LDH), and the patient's muscle strength 
were assessed at frequent intervals. The 
high serum enzyme levels typical of this 
disorder fell to less than half their original 
levels during diethylstilbestrol therapy; 
this finding has also been reported in three 
other children who were similarly treated.’ 
Each time diethylstilbestrol therapy was 
discontinued, the serum enzyme activity 
returned to pretreatment levels. 

During the 18-month period of observa- 
tion, no changes in muscle strength or joint 
goniometric measurements occurred. After 
seven months of diethylstilbestrol admin- 
istration, hyperpigmentation was noted of 
the skin of the neck, chest, axillae, nipples 
and areolae, navel, linea alba, the groin 
and the dorsa of both feet. The pigmented 
skin became progressively more thickened 
and darkened during the next ten months, 
and then it became somewhat lighter. 

During the 17th month of therapy, a 
skin biopsy specimen was obtained from a 
hyperpigmented area near the axillary 
fold. It showed hyperkeratosis, papilloma- 
tosis, and melanosis of the epidermis. 
There were no abnormalities in the stra- 
tum reticulare (Figure). The appearance of 
the biopsy specimen was diagnostic of AN. 
Since this skin disorder is considered be- 
nign, diethylstilbestrol therapy was not 
discontinued. 

CASE 2.—The condition of the older 
brother of the patient in case 1 was diag- 
nosed as CMD when he was 7 years old. At 
age 13 years, the patient had a disability 
that was determined to be grade 5. His 
pretreatment, treatment, and assessment 
program was the same as that of his 
brother. The serum enzyme levels changed 
as in case 1. He lost about 4.5 kg (10 lb) 
during the 18-month period; and although 
his weakness progressed, his overall physi- 


cal disability remained at grade 5. His skin 
changes were similar to those of his 
brother. The parents preferred that his ` 
skin lesion not be biopsied. 

None of the other four children receiving 
diethylstilbestrol showed the changes char- 
acteristic of AN, despite treatment periods 
of 4% years, 2% years, six months, and 
three months. All four patients showed the 
pigmentation changes described earlier. A 
biopsy specimen was taken from the black- 
ened areola of the patient who had 4% 
years of therapy; no evidence of AN was 
seen. 


Comment 


Acanthosis nigricans is a relatively 
rare disease of unknown origin. It is 
characterized by symmetric, hyper- 
pigmented, papillomatous changes of 
the skin folds, particularly those of 
the neck, axilla, nipple, umbilicus, and 
perigenital regions. These were the 
changes seen in the patients de- 
scribed here. Buccal mucosal mem- 
brane involvement' was not seen in 
our patients. 

The association of AN with under- 
lying malignant diseases and endo- 
crinopathies has been known for more 
than 80  years^* More recently, 
Brown and Winkelmann' reviewed 90 
cases of AN and classified them into 
malignant and benign types. Nine- 
teen percent cf the AN cases were 
associated with malignant diseases 
including adenocarcinoma and squa- 
mous cell carcinoma of various or- 
gans, lymphosarcoma, Hodgkin dis- 
ease, pinealoma, pituitary cell tumors, 
and melanoma. Twenty-two percent 
of the cases were associated with en- 
docrinologic abnormalities or the in- 
gestion of diethylstilbestrol, corti- 
sone, or niacin; 48% of the cases were 
of idiopathic cause; and 11% of the 
cases were of familial origin. The rel- 
atively high incidence of associated 
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Histologic appearance of skin from anterior axillary fold showing features of acan- 
thosis nigricans, as indicated by papillomatosis and mild melanosis in basal cell layer 
(case 1) (hematoxylin-eosin, original magnification x 200). 


endocrinologic abnormalities (dia- 
betes mellitus, congenital  lipo- 
dystrophy, pituitary basophilism, 


acromegaly, Cushing syndrome, Ad- 
dison disease, Stein-Leventhal syn- 
drome, hyperthyroidism, and hypo- 
thyroidism) suggests that the 
development of AN might be related 
to some common hormonal distur- 
bance, but none is known. 

There are several observations that 
give some substance to the possibility 
that estrogens may play some role in 
the development of AN. The inci- 
dence of benign AN in women is ap- 
proximately four times that in men, 
and the peak incidence in the female 
is at the age of puberty.’ Acanthosis 
nigricans has been reported to have 
occurred in a male patient who re- 
ceived diethylstilbestrol as acne ther- 
apy, and in persons handling 
diethylstilbestrol-treated chickens.’ 
In addition, AN has occurred in asso- 
ciation with the Stein-Leventhal syn- 
drome,’ and in a dog with cancer of 
the liver," which is a major estrogen 
metabolizing organ. Finally, AN has 
not been reported in association with 
CMD; but AN developed in two of our 
patients who were taking diethylstil- 
bestrol. 
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The occurrence of the disease in 
brothers suggests that there may be a 
familial predisposition to AN. In such 
predisposed individuals, estrogen ef- 
fects might promote the development 
of changes characteristic of AN. The 
papillomatosis may be stimulated in 
part by estrogen-induced local in- 
crease in blood flow" and increased 
deposition of perivascular acid muco- 
polysaccharides." The hyperkeratosis 
may also be enhanced by an increase 
in blood flow in the skin. 

The melanosis may also be related 
to estrogen action. Hypermelanosis of 
one nipple has been produced by the 
topical application of estrogen to a 
guinea pig nipple.'? The basic mecha- 
nism of the melanosis is unknown. It 
could be related to increased local 
temperature secondary to increased 
blood flow, which might stimulate en- 
zymatic melanogenesis, as occurs in 
erythema caloricum and under other 
conditions where skin temperature 
becomes elevated. 

Rothman" and, more recently, Ler- 
ner’ have hypothesized that AN may 
result from the release of a peptide 
with AN-stimulating properties from 
either the pituitary gland or from 
a nonpituitary neoplasm. This AN- 


sie: aa 


stimulating peptide has not been iso- 
lated, but it is of interest that 
diethylstilbestrol augments the re- 
lease of one peptide, growth hormone, 
following arginine infusion’ and in- 
sulin infusion. 
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Metastases to Skin From 


Occult Malignant Neoplasms 


Cutaneous Metastases From a Teratocarcinoma 


Norman M. Price, MB, ChB, Alfred W. Kopf, MD, New York 


A patient had cutaneous metastases 
arising from a testicular teratocarcinoma. 
The patient had elevated levels of chori- 
onic gonadotropin hormone in his urine. 
He had a satisfactory response to dactin- 
omycin (actinomycin D) therapy during 
the following 11 months. 


Ae to the skin from 
internally located malignant 
neoplasms are only occasionally en- 
countered in dermatologic  prac- 
tice." Such lesions are more often 
found in patients with cancers at 
near terminal stages, and at such 
times, the definitive diagnoses are 
known to the clinicians and the opin- 
ions of dermatologic colleagues are 
rarely required. Patients seen with 
metastases as the initial signs of oc- 
cult malignant tumors are unusual, 
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even in the commonly occurring ma- 
lignant neoplasms, eg, those of the 
lung, breast, colon, or stomach, be- 
cause malignant neoplasms more fre- 
quently metastasize via the lym- 
phatic system to the regional lymph 


nodes, rather than via the blood 
stream to other organs.''» 534) 

The following report describes a 
young man who sought attention for 
cutaneous metastases of a malignant 
testicular neoplasm rather than for 
the primary condition, which he pur- 
posely kept hidden. 


Report of a Case 


A 19-year-old college student came to 
the Skin and Cancer Unit of the New York 
University Medical Center on Nov 17, 1972, 
with a complaint of sudden appearance 
and rapid growth of a lesion in the right 
scapular region. The duration was said to 
have been only a few weeks. 

On local examination in the Clinic, a 


Fig 1.—Metastatic lesions on right shoulder. Left, Before treatment. Right, After 


dactinomycin treatment. 
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Fig 2.—Histologic findings of metastatic lesion from right shoulder. Left, Aggregates of 


tumor cells throughout dermis (hematoxylin-eosin, original magnification x4). Right, 
Aggregate of tumor cells (hematoxylin-eosin, original magnification x 160). 
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Fig 4.—Histologic findings of primary le- 
sion in testicle. Top left, Portion of lesions 
showing cysts and cartilage (hematoxylin- 
eosin, original magnification x 4). Top 
right, Cysts lined by columnar epithelium 
(at left) and squamous epithelium (at right) 
(hematoxylin-eosin, original magnification 
x40). Bottom left, Choriocarcinomatous 
component of tumor (hematoxylin-eosin, 
original magnification x 160). 


Fig 5.—X-ray film of chest showing 
metastatic pulmonary lesions. Lesions 
more prominent in the left lung field. 
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Fig 3.—Clinical appearance of scrotal 
mass. 
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somewhat eroded, purplish mass 3 em in 
diameter was found along with two 
smaller similar satellite lesions (Fig 1, 
left). The differential diagnosis, clinically, 
included deep mycotic infection, carbuncle, 
iododerma, and reticulum cell sarcoma. 
The patient was unwilling to allow a more 
detailed examination during his first visit. 

One of the smaller lesions was removed 
and submitted for histopathologic exami- 
nation and microbiologic eultures. The cul- 
tures were negative. The histopathologist's 
interpretation of the lesion was of a 
“metastatic carcinoma, primary site not 
identifiable" (Fig 2). 

The patient was seen on Nov 22, 1972, 
when he was discovered to have a large 
scrotal mass measuring approximately 
12x10x10 em. The mass was smooth, 
translucent, hard, and globular (Fig 3). 
Over the left iliac crest there was found a 
group of small, purplish nodules that were 
said to have appeared after the patient's 
initial visit, which was five days previ- 
ously. 

The patient then admitted that he had 
had the scrotal mass for about four months 
but that he had not sought attention 
because of embarrassment and apprehen- 
sion. It was noted in his record that he had 
refused to disrobe on his first appointment 
at the clinic and that he had to be firmly 
persuaded to permit a full examination at 
the time of his second appointment. Mod- 
erate gynecomastia was also noted then, 
but as the patient was slightly obese, its 
importance was not fully realized. The 
lymph nodes in the region of all lesions 
were examined, and all were found to be 
clinically negative. 

The patient was referred to the Depart- 
ment of Urology, and a right orchidectomy 
was performed. The pathologic findings of 
the scrotal tumor were reported as follows: 


The predominant histologic feature is that 
of well-defined somatic differentiation with 
malignant adenocarcinoma and squamous- 
cell carcinoma components. In addition 
there are immature connective tissue ele- 
ments and embryonal carcinomatous ele- 
ments. A possible choriocarcinomatous 
component is tentatively identified. 


The final diagnosis was that of teratocarci- 
noma (Fig 4). The tumor’s histologic find- 
ings closely resembled those of the cutane- 
ous metastasis. 

Laboratory findings performed prior to 
the surgery were as follows: X-ray films of 
the chest showed six opacities in the left 
lung field and four in the right (Fig 5). A 
24-hour specimen of urine (volume 500 ml) 
contained 12,000 international units (IU) 
of human chorionic gonadotropin. Radio- 
active isotope metastatic skeletal survey, 
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liver-spleen scan, and inferior venacava- 
gram findings were within normal limits. 
A lymphangiogram was not performed for 
fear of tumor embolization. An intra- 
venous pyelogram showed no abnormality. 
The results of complete blood cell count, se- 
rum biochemical profile, and urinalysis 
were within normal ranges. 

The patient began receiving a course of 
intravenously administered dactinomycin, 
1 mg daily for five days. This schedule has 
been repeated monthly for the past 11 
months, and his progress has been satis- 
factory. There have been no new metas- 
tases, and the pulmonary lesions have 
become slightly smaller, as judged ra- 
diographically. The remaining cutaneous 
lesions were not excised, but were left in 
situ to be followed as indicators of re- 
sponse to dactinomycin therapy. They 
slowly regressed and after three months 
had completely flattened (Fig 1, right). 

A repeat 24-hour specimen of urine for 
human chronic gonadotropin in October 
1973, 11 months later, contained less than 
533 IU. 


Comment 


Gates’ study of a series of 2,298 pa- 
tients with systemic malignant tu- 
mors of all types revealed that cuta- 
neous metastases occurred in 2.7% of 
the patients.’ In this series, there was 
one male patient with a choriocarci- 
noma that metastasized to the toes 
and an eyelid. Other series on the 
same subject report few or no cases of 
testicular origin. Brownstein and 
Helwig found no testicular tumors in 
a series of 724 patients who had cuta- 
neous metastases’; Mehregan found 
none in a series of 22 patients’; Rein- 
gold had one in a series of 36 pa- 
tients’; and Schiff reported only two 
metastases to the skin (both to the 
scalp) in his series of 922 patients 
with malignant testicular tumors.’ It 
is obvious from these reports that cu- 
taneous metastases from malignant 
neoplasms of the testicles are uncom- 
mon. Such metastases are usually 
found in the late stages. 

Cutaneous metastases appear as 
rapidly enlarging nodules that may 
ulcerate, as inflammatory plaques, or 
as “carcinoma en cuirasse." There 
are numerous other cutaneous signs 
of internal organ neoplasia as de- 
scribed by Braverman.’ Those de- 
scribed as signs of testicular tumors 
include alopecia, acne, and gyneco- 
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mastia. Murrell and Pepple* reported 
a patient with a testicular tumor who 
developed alopecia, acne, and cutane- 
ous metastases terminally. The le- 


sions were similar in description to . 


those of the patient described in this 
article. Monckton Copeman stated 
that the incidence of gynecomastia in 


testicular tumors is 7%.° Greenwood 


et al’? and Rudnick and Odell" re- 
ported one patient each who had the 
combination of a testicular malignant 
tumor and gynecomastia; neither had 
cutaneous metastases. A search of the 
literature revealed no patients who 
developed a metastasis to the skin as 
the first sign of their testicular tu- 
mor. The patient described in this pa- 
per was discovered to have cutaneous 
metastases first, only because he had 
hidden the existence of his testicular 
tumor from his physicians (Fig 3). 

The normal male secretes minute 
quantities of gonadotropins, which 
are necessary for the proper regu- 
lation of normal male hormone pro- 
duction. The normal levels are for to- 
tal gonadotropins, 6 to 50 mouse 
uterine units per 24-hour urine vol- 
ume and for luteinizing hormone, 6 to 
30 IU/ml of serum. No human chori- 
onic gonadotropin should be present 
in a quantitative 24-hour urine collec- 
tion." In abnormal states in the male 
patients, these values can be in- 
creased to extremely high values, as 
was demonstrated by the value of hu- 
man chorionic gonadotropin in this 
case report (12,000 IU per 24-hour 
urine). 

Rudnick and Odell“ describe a pa- 
tient who developed gynecomastia, 
without other pathologic findings. He 
was discovered to have elevated lu- 
teinizing hormone and chorionic go- 
nadotropin levels in his serum and 
urine. An explorative laparotomy and 
testicular biopsies were performed, 
with negative findings. Despite these 
thorough but unsuccessful attempts 
to find the neoplasms, the patient 
suddenly died a year later after de- 
veloping pulmonary metastases from 
a testicular malignant tumor. 

Other reports of testicular tumors 
producing abnormal amounts of lute- 
inizing, chorionic gonadotropic and 
chorionic somatomammatropic hor- 
mones can be cited.'^'"' Ectopic 
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produetion of human chorionic go- 
nadotropin and human chorionic so- 
matomammatropin, and also of pla- 
cental alkaline phosphatase by non- 
testicular tumors (4.6% of 590 cases), 
has been reported by Braunstein et 
al,^ Weintraub and Rosen," and Stol- 
bach et al.'^ These reports may result 
in the discovery and development of 
methods for the early detection of 
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gonadal tumors prior to the onset of 
symptoms, and they may eventually 
be extended to include nongonadal 
tumors. These hormones and their 
metabolites also provide a more accu- 
rate method of following a patient’s 
progress. Diseases in which this prin- 
ciple has already been implemented 
include the estimation of calcitonin in 
medullary carcinoma of the thyroid,'* 
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Choriocarcinoma Metastatic to Skin 


Iris Cosnow, MD, David F. Fretzin, MD, Chicago 


A diagnosis of choriocarcinoma was 
made by the biopsy of a solitary nodule in 
the scalp of a 29-year-old asymptomatic 
woman. Choriocarcinoma is a malignant 
tumor that arises from the fetal tropho- 
blast; it commonly occurs in women after 
molar pregnancy or miscarriage. Histo- 
logical findings are the presence of two 
cell types, cytotrophoblast and syncy- 
tiotrophoblast, that grow in a plexiform 
pattern resembling the primitive un- 
branched chorionic villi of the 13-day 
ovum. The tumor’s ability to secrete 
chorionic gonadotropin allows a method 
for follow-up of patients. With the intro- 
duction of chemotherapeutic agents, the 
previously poor prognosis has been re- 
versed with at least 80% of all patients re- 
sponding to therapy. 


umors metastatic to the skin 

from the internal organs are rel- 
atively uncommon, especially when 
compared to the frequency of metas- 
tases to internal viscera.'? It is more 
unusual when they are the first indi- 
cation of internal malignancy. Meta- 
static choriocarcinoma to the skin as 
the first indication of malignant dis- 
ease rarely has been reported in the 
literature. Because of the excellent 
chemotherapeutic modalities avail- 
able for treatment of this type of ma- 
lignant neoplasm, its recognition is 
extremely important. The purpose of 
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this article is to describe choriocarci- 
noma that was first apparent as a 
solitary nodule on the scalp of a 29- 
year-old woman. 


Report of a Case 


An apparently healthy 29-year-old 
housewife was referred for excision of a 
"cyst" of her scalp of six weeks duration. 
Examination showed a solitary, walnut- 
sized, violaceous, partially fixed nodule lo- 
cated on the crown of her scalp. Excisional 
biopsy showed metastatic choriocarcinoma 
(Fig 1). She had had a dilatation and curet- 
tage following a spontaneous abortion 
three months previously, with persistent 
vaginal spotting. At the time, histologic 
examination of the curetted specimen dis- 
closed only secretory endometrium and de- 
cidua, and a urinary chorionic gonado- 
tropin test was reported as negative. 
Following biopsy of the scalp lesion, a 
chest x-ray film showed an 8.0-cm radio- 
density in the right lung field. 

The patient was referred to a chorion- 
epithelioma center in Chicago where she 
underwent extensive chemotherapy. The 
chest lesion increased in size and new le- 
sions appeared. Despite therapy, elevated 
chorionic gonadotropin levels persisted 
(10,000,000 to 50,000,000 mu/24 hr. Because 
of repeated episodes of hemoptysis and 
vaginal bleeding, blood transfusions were 
necessary. Gastrointestinal bleeding with 
intestinal obstruction occurred, associated 
with jaundice. No new cutaneous lesions 
developed while she was in the hospital. 
She became hemiparetic and febrile and 
died three months after admission to the 
hospital. 

At autopsy, metastatic choriocarcinoma 
was found in the brain, lungs, liver, kid- 
neys, spleen, jejunum, and lymph nodes. 
Evidence of recent hemorrhage was found 
in the cerebral metastasis. No additional 


skin metastases were present. Careful his- 
tologic examination failed to locate the pri- 
mary site of the choriocarcinoma in the © 
uterus. 


Comment 


In women, choriocarcinoma (chorion- 
epithelioma) is a malignant tumor 
that arises from the fetal tropho- 
blast. Its incidence is low in this coun- 
try, and it is rare in relation to the in- 
cidence of other genital tract tumors.* 
Studies indicate that 40% to 50% of 
choriocarcinomas arise from an an- 
tecedent hydatidiform mole and 25% 
to 30% come from previous abortion 
or ectopic pregnancy, while 20%. fol- 
low normal pregnancy. Choriocarci- 
noma rarely occurs as a primary 
growth in the ovary or in the testis as 
part of a teratomatous growth. Occa- 
sionally the primary tumor dis- 
appears, as it did in our patient, but 
the patient may die of metastatic dis- 
ease.*? 

Extensive surveys of visceral ma- 
lignant tumors rarely include chorio- 
carcinoma, and reports of metastatic 
choriocarcinoma infrequently men- 
tion the skin as a site of metasta- 
sis."^*^* In a report of choriocarci- 
noma of the testis, the tumor was 
first diagnosed by the biopsy of a 
single metastatic nodule that ap- 
peared on the lip.” The primary tumor 
was an embryonal carcinoma with 
features of choriocarcinoma, and it 
was the choriocarcinoma element that 
metastasized. Another report of a 
choriocarcinoma metastatic to scalp 
from the testis stated that the meta- 
static lesions were multiple and ap- 
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Fig 1.—Metastatic choriocarcinoma of scalp with invasion and 
ulceration of overlying epidermis (hematoxylin-eosin, original 
magnification x 200). 


Fig 3.—Metastatic choriocarcinoma showing area of cytotro- 
phoblastic predominance (hematoxylin-eosin, original magnifica- 
tion x 490). 
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& 3 
Fig 2.—Metastatic choriocarcinoma showing plexiform pattern 


of syncytiotrophoblastic and cytotrophoblastic elements (hema- 
toxylin-eosin, original magnification x 200). 


Fig 4.—Metastatic choriocarcinoma showing predominance of 
syncytiotrophoblastic elements. Cytoplasm contains numerous 
lacunae, some containing red blood cells (arrow) (hematoxylin- 
eosin, original magnification x 490). 
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M uer after the primary diagnosis 
ad alreddy been made.’ An addi- 


i ` 


tional report described a woman who 
developed multiple skin metastases 
following a miscarriage." Unfortu- 
nately, this report did not have histo- 
logie confirmation. 

‘The most frequent symptom in 
women is persistent vaginal spotting 
following miscarriage, pregnancy, or 
the evacuation of a mole. Metastases 
occur early in the course of the dis- 
ease via blood vessels, although lym- 
phatic vessels may also be invaded. In 
fact, the first indication of the tumor 
may be the appearance of hematoge- 
nous metastases, usually occurring in 
the lungs (54% to 9495); The next 
most common sites for metastases are 
the vagina and vulva (36% to 44%), 
brain (16% to 28%), liver (8% to 28%), 
and kidneys (12% to 25%). Although 
the metastases are widespread, the 
skin is not commonly affected." ^* 

Before chemotherapy was avail- 
able, the five-year survival rate was 
low, with fewer than 20% of patients 
with metastases surviving as long as 
five years." With the use of drugs, 
primarily methotrexate and dactino- 


-mycin (Cosmegen), the five-year sur- 


vival rate now approaches 80% and 
eures ean be obtained even after me- 
tastases have occurred."-'? Successful 
treatment of choriocarcinoma is fol- 
lowed by a decrease in chorionic 
gonadotropin to undetectable levels. 
Persistent excretion is associated 
with incomplete removal, metastases, 
or recurrence (as in our patient), and 
it is a poor prognostic sign. 
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Pathological Findings 


Grossly, both primary and meta- 
static choriocarcinoma are single or 
multiple, dark, consolidated nodules 
with foci of necrosis. The tumor is 
quite vascular with numerous hemor- 
rhagic areas. Ulceration of the tumor 
nodules is common. 

Microscopically, ^ choriocarcinoma 
consists of trophoblastic tissue, com- 
posed of two basic cell types (cyto- 
trophoblast and syncytiotrophoblast) 
(Fig 2). These cell types correspond to 
their counterparts in normal placen- 
tal tissue. The cytotrophoblast con- 
sists of large, round, cuboidal or poly- 
gonal cells with distinct cell borders 
(Fig 3). The cytoplasm is pale, and the 
large round or oval nucleus is ve- 
sicular with a prominent nucleolus. 
The syncytiotrophoblastic elements, 
which have been shown in organ cul- 
ture to be derived from cytotropho- 
blast, consist of syncytial masses of 
larger, more pleomorphic cells (Fig 
4). The cytoplasm is basophilic and 
somewhat granular. The nuclei are 
large and irregular with huge, often 
multiple, deeply basophilic nucleoli. 

Both cytotrophoblastic and syncy- 
tiotrophoblastic elements are found 
in most tumors, although one cell type 
may predominate. The syncytiotroph- 
oblast insinuates itself around clumps 
of cytotrophoblast, forming a plexi- 
form pattern closely resembling the 
precursors of the primitive un- 
branched chorionic villi.’ Large 
areas of hemorrhage and necrosis are 
often found, suggesting that the tu- 
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mor may outstrip its blood supply. In- 
vasion of blood vessels is commonly 
noted. The histology of the metastatic 
lesions is similar to that of the pri- 
mary tumor. 
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Muciparous Epidermal Tumor 


John Kwittken, MD, New York 


A skin tumor containing mucin-secret- 
ing cells confined to the epidermis was 
removed. It is proposed that it be termed 
muciparous epidermal tumor. The biolog- 
ic behavior appears to be benign. 


he demonstration of mucin-secret- 

ing cells (goblet cells) in epithe- 
lial skin tumors is a relatively uncom- 
mon observation. I wish to record an 
example. 


Report of a Case 


A 66-year-old white woman had noted a 
painless growth (0.8 em) on the medial as- 
pect of the right big toe for approximate- 
ly two years. The tumor had constantly 
drained straw-colored fluid during this pe- 
riod. It was completely excised on Nov 21, 
1969. The wound healed completely and un- 
eventfully. 

Microscopically, the central portion of 
the specimen had a shallow depression 
with a focally hemorrhagic and paraker- 
atotie surface. The immediately subjacent 
portions of epidermis were acanthotic and 
contained several elongated rete ridges of 
relatively uniform length composed mainly 
of keratinocytes generally showing a basi- 
cally normal morphologic pattern of matu- 
ration as one progressed from the basal 
layer to the surface (Fig 1). Intercellular 
bridges were noticeable between these 
cells, and little or no melanin was identi- 
fied in them. In a number of areas, how- 
ever, there was a disruption of the normal 
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Fig 1.—Scanning view showing shallow 
depression, hemorrhagic and parakeratot- 
ic surface, acanthotic epidermis, and vas- 
cular ectasia in an inflamed cutis. Black 
arrow points to normal-appearing acro- 
syringium between muciparous cells 
(hematoxylin-eosin, original magnification 
x 40). 


architecture of the epidermis by the pres- 
ence of anastomosing nests, clusters and 
glandular arrangements of cells possessing 
abundant clear cytoplasms with routine 
stain and composed of either circular cells 
with compressed, eccentric, elliptical- 
shaped nuclei (signet ring cells, Fig 2) or 
well-formed tall columnar cells with ec- 
centric nuclei (goblet cells, Fig 3). When 
observed in the latter form, these were 
generally arranged in glandular or tubular 
structures that could be traced in some 
areas from the tips of the rete ridges (Fig 
4) to and communicating with the skin sur- 
face (Fig 5). No intercellular bridges were 
identified between these cells. Special 
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Fig 2.—Muciparous signet ring cells 


(hematoxylin-eosin, original magnification 
x 400). 


stains (Alcian blue, pH 2.5, and mucicar- 
mine) disclosed the presence of varying 
amounts of acid mucopolysaccharides, both 
within the cytoplasms of these cells and 
the lumina of the glandular structures 
formed by them. With the PAS stain (with 
and without diastase digestion), no evi- 
dence of either glycogen or neutral muco- 
polysaccharides could be demonstrated in 
either these cells or the remainder of the 
cells in the acanthotic epidermis. A well- 
defined normal-appearing intraepidermal 
sweat duct (acrosyringium) was observed 
in this lesion. It could be traced from the 
tip of the rete ridge (Fig 4) to the skin sur- 
face (Fig 5), and although surrounded by 
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Fig 3.—Goblet cells in glandular ar- 
rangement (hematoxylin-eosin, original 
magnification x 400). 


these muciparous cells, it was noted to be 
entirely separate and unassociated with 
them. The papillary layer of the cutis in 
this region was focally edematous, hemor- 
rhagic, and contained numerous dilated 
blood vessels surrounded by moderate 
numbers of lymphocytes, histiocytes, poly- 
morphonuclear leukocytes, and plasma 
cells. The sweat glands appeared normal. 
No hair follicles or sebaceous glands were 
identified. 


Comment 


Zak and Palladino’ observed muci- 
parous cells in a skin tumor of adnex- 
al origin and placed it in the cate- 
gory of a solid-cystic hidradenoma. 
Pinkus and Mehregan* depicted gob- 
let cells in a nodular hidradenoma. 
Lennox et al,’ while quoting the pres- 
ence of goblet cells in skin tumors 
they observed, thought that a pri- 
mary skin tumor with mucin is al- 
ways of sweat origin. 
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appearing acrosyringium between muci- 
parous cells in tubular arrangements at 
bases of rete ridges (hematoxylin-eosin, 
original magnification x 100). 


The combined clinical and histopath- 
ologic picture in my case does not 
seem to fit any of the well-recognized 
and described dermatologic entities. 
Both the location of the lesion and 
uniformity and pattern of the muci- 
parous cells would exclude Paget dis- 
ease. Although the site of the lesion, 
its confinement to the epidermis, and 
the presence of glandular or tubular 
structures might be suggestive of an 
eccrine poroma, both the clear demon- 
stration of a normal-appearing acro- 
syringium between these muciparous 
cells as well as the absence of the ba- 
sic, characteristic, small, uniform 
glycogen-containing cells with inter- 
cellular bridges would negate this 
diagnosis. 

How should one classify this lesion 
then? From where did these muci- 
parous cells come? What is the bio- 
logic nature of this tumor? One, of 





Fig 5.—Black arrow shows normal-ap- 
pearing acrosyringium unassociated with 
muciparous cells and communicating with 
surface parakeratotic cells. immediately to 
right is separate tubular structure of muci- 
parous cells emptying onto surface 
(hematoxylin-eosin, original magnification 
x 100). 


course, can only speculate. In all prob- 
ability, these cells represent meta- 
plasia of epidermal keratinocytes into 
mucin-secreting cells and can be con- 
sidered an atavism.' Since the lesion 
formed a nodule containing promi- 
nent muciparous cells within the con- 
fines of the epidermis, from a purely 
descriptive viewpoint it can be 
termed (perhaps most accurately) a 
muciparous epidermal tumor. The 
clinical and microscopical features are 
strongly indicative of a tumor having 
a benign biologic nature. 
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Acne in Premature Ovarian Failure 


` Reestablishment of Cyclic Flare-Ups 
With Medroxyprogesterone Acetate Therapy 


Peter E. Pochi, MD, Boston 


A young, adult woman with acne, ac- 
companied by premenstrual flare-ups, de- 
veloped the sudden onset of ovarian fail- 
ure. Menopausal symptoms ensued, but 
the severity of the acne did not change 
appreciably; however, the cyclical exacer- 
bation of the acne was abolished. Re- 
placement gonadal hormone therapy with 
diethylstilbestrol and the progesterone 
derivative, medroxyprogesterone acetate, 
induced a reestablishment of the regular 
periodic flare-ups of the acne. These did 
not occur when estrogen alone was used. 
The observations in this patient suggest 
that the premenstrual flare-up of acne is 
most likely a progestational effect, but 
that the occurrence of acne is not depen- 
dent on functioning ovaries. 


he hormonal factors responsible 
for cyclic flare-ups of acne vul- 
garis occurring in relation to the 
menstrual cycle have eluded precise 
characterization. Progesterone is the 
single hormone most often cited as a 
likely cause of this phenomenon, pri- 
marily because the exacerbation is al- 
most always manifest in the luteal 
phase of the cycle. In addition, it has 
been shown that acne may be induced 
experimentally by the administration 
of progesterone. In the case of my 
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patient, further evidence was found 
to suggest that the cyclic worsening 
of acne is a progestational effect. 


Report of a Case 


Two years prior to examination a 24- 
year-old woman with acne experienced the 
sudden onset of secondary amenorrhea as- 
sociated with acute thyroiditis. Men- 
opausal symptoms developed shortly there- 
after. Primary ovarian failure was 
demonstrated by the finding of men- 
opausal blood levels of follicle-stimulating 
hormone and luteinizing hormone and by 
the absence of functional ovarian tissue on 
biopsy. Apart from the elevated gonad- 
otropin levels, there was no evidence to 
suggest pituitary dysfunction. 

Acne had first appeared when the pa- 
tient was in her midteens, with typical pre- 
menstrual flare-ups. After cessation of 
ovarian function, the severity of acne did 
not change substantially, but the previous 
cyclical flare-ups were abolished. 

Replacement therapy for ovarian insuf- 
ficiency was begun with 0.75 mg/day of 
diethylstilbestrol that was administered in 
20-day cycles, with intervening five-day 
courses of treatment with a progestational 
derivative, medroxyprogesterone acetate 
(6a-methyl-17a-acetoxyprogesterone), 10 
mg/day. This regimen was continued for a 
period of eight months. During this time, 
the acne improved slightly, but there was a 
reestablishment of the previously experi- 
enced periodie flare-ups. These flare-ups 
were noted to occur on the fourth or fifth 
day of medroxyprogesterone adminis- 
tration and to continue into the first few 
days of the diethylstilbestrol cycle. When 
this sequential form of hormone therapy 
was discontinued for a period of three 


months, the cyclic exacerbations ceased. 
When treatment was reinstituted, dieth- 
ylstilbestrol was again administered cycl- 
ically as before, but this time with drug- 
free intervening five-day periods. During 
the 12-month period that the patient was 
receiving only estrogen therapy there were 
no cyclic flare-ups of the acne, in contrast 
to those occurring previously when med- 
roxyprogesterone had been used addition- 
ally. 

Tests for sebum production? from the 
forehead were done on four occasions; once 
when the patient had been treated for 
eight months with diethylstilbestrol plus 
medroxyprogesterone, and at three other 
times during the 12 months that estrogen 
alone was used. The sebum production 
value in the first instance (estrogen plus 
progestin) was 1.96 mg/10 sq em/3 hr, and 
the average value during the later drug- 
treatment period (estrogen alone) was 2.10 
mg/10 sq cm/3 hr. 


Comment 


The cyclic premenstrual worsening 
of acne was abolished when ovarian 
failure occurred and became reestab- 
lished by replacement estrogen-pro- 
gestin treatment, but not by estrogen 
treatment alone. These observations 
suggest that progesterone secretion 
from the ovary is responsible for peri- 
odie premenstrual flare-ups of acne. 
However, the fact that the patient's 
aene was otherwise unchanged after 
ovarian function ceased indicates 
that ovarian function is not essential 
to the occurrence of acne, a view con- 
trary to that held by Hamilton and 
Mestler.? 
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tion of the patient's acne during 
medroxyprogesterone administration 
was due to an effect of the drug apart 
from its progestational property can- 
not be absolutely discounted. Medroxy- 
progesterone has been shown to be 
androgenic in masculinization tests in 
rat fetuses.*^ But this effect is not 
characteristic in man,* and the drug 
has little or no stimulating effect on 
androgen target organs, such as the 
ventral portion of the prostate gland 
or seminal vesicle?^* Moreover, med- 
roxyprogesterone, unlike androgenic 
steroids, does not stimulate the se- 
baceous gland in man. In fact, in 
high doses medroxyprogesterone is 
anti-androgenic for the sebaceous 
gland, by virtue of its anti-gonad- 
otropic effect. In the case of my pa- 
tient, the finding that there was no 
significant difference in sebum pro- 
duction levels between the period 
when medroxyprogesterone was used 
and the later period when it was 
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withheld attests further to the 
nonandrogenic nature of the drug. 
Progesterone levels begin to rise at 
ovulation and reach their peak seven 
to nine days prior to menses,'"? fol- 
lowing which time most cases of cy- 
clic flare-up of acne are apt to occur. 
The mechanism whereby luteal levels 
of progesterone might induce lesions 
is not clear. It is known, however, 
that progesterone does not stimulate 
the human sebaceous gland,*' and 
that there is no significant fluctua- 
tion of sebum in the menstrual 
cycle.'* 
A review of reports in the litera- 
ture shows that the possible acnegen- 
icity of progesterone has not received 
unanimous support from investiga- 
tors. For example, Jarrett found that 
the daily administration of 25 mg of 
progesterone for two weeks to six 
women with acne did not worsen 
their disease.'* Indeed, it has been re- 
ported that progesterone in subphy- 
siologic doses is beneficial in the 
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treatment of acne.'*'® In contrast to 
these observations, however, are the 
findings of Zeligman and Hubener' 
who administered 50 mg of progester- 
one daily to 11 normal women for a 
period of 12 weeks and were able to 
induce lesions of acne vulgaris in all 
but one subject. This dose of proges- 
terone produces blood levels equiva- . 
lent to those found in the luteal phase 
of the menstrual cycle." 

Acne may improve in women 
treated with oral contraceptive 
drugs," and the cyclic flare-up of acne 
is particularly prone to respond favor- : 
ably to treatment with these drugs.'? 
While sebaceous gland suppression is 
believed to be the mechanism largely 
responsible for this effect,” the reduc- 
tion of progesterone blood levels may 
be operative as well, since these levels 
are significantly reduced in women 
taking ovulation-inhibiting drugs. ? 
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Perilymphatie Atrophy of the Skin 


A Side Effect of Topical Corticosteroid Injection Therapy 


‘Ichiro Kikuchi, MD, Sumi Horikawa, MD, Kumamoto, Japan 


_Linear atrophy of the skin developed 
along the lymphatic vessels after topical 
injections of triamcinolone acetonide for 
the treatment of keloid in a 13-year-old 
Japanese girl. Triamcinolone acetonide 
remaining at the site of injections was 
proved by spectrophotometry. 


I is well known that topically 
injected corticosteroids may pro- 
duce localized atrophy of the skin at 
the sites of injections. In 1964, Ayres' 
reported a case of a depressed streak 
extending from a lesion of alopecia 
areata down the forehead almost to 
the eyebrow after corticosteroid in- 
jections. It was assumed that cortico- 
steroids went downwards along the 
lymphatic vessel. In 1978, Steigleder* 
published a photograph of depigmen- 
tation and atrophy following lym- 
phaties after injection of triam- 
cinolone crystals. We believe that 
these cases and our case belong to the 
same side effect of corticosteroids, 
and we would like to call this condi- 
tion skin atrophy following lymphat- 
ics. 


Report of a Case 


A 12-year-old, nonobese Japanese girl 
visited the Dermatology Clinic, National 
Kumamoto Hospital, on Sept 12, 1972, be- 
cause of keloid formation after vaccination 
on the extensor aspect of the left upper 
arm. Her past and family history was 
noncontributory. Triamcinolone acetonide 
aqueous suspension, 10 mg from a vial of 
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Fig 1.—Clinical picture at first examina- 
tion of linear atrophy. Two atrophic lines 
with depigmentation start at upper and 
lower ends of a lesion of keloid, the pe- 
riphery of which is also atrophic and de- 
pigmented. Two lines meet to form one 
line of atrophy over chest. 


Fig 3.—Lymphatic vessel removed at a 
point a little above meeting point of two 
atrophic lines (hematoxylin-eosin, original 
magnification »x 180). 





40 mg and diluted in a local anesthetic, was 
injected intralesionally. A total of seven 
injections, each consisting of 10 mg of tri- 
amcinolone acetonide and 1 ml of 1% pro- 
caine hydrochloride, were made at inter- 
vals of one to two weeks until Nov 6, 1972, 
with considerable benefit. In March 1973, 
linear atrophy with depigmentation ap- 
peared, starting from the flattened keloid. 
She visited again the National Kumamoto 
Hospital on May 16,1978, at the age of 13. 





Fig 2.—Lymphatic vessel over the chest 
stained with patent blue injected at the 
center which appears to be an ink stain. 
Continuous from stained vessel is a depig- 
mented and atrophic line at left. Lesion is 
surrounded by drape. 


Fig 4.—Atrophic line taken from same 
site as in Fig 3 (hematoxylin-eosin, origi- 
nal magnification x 180). 





On examination, there were two lines of 
atrophy with depigmentation, 3 to 4 mm in 
width, starting at the upper and lower 
ends of the flattened keloid, merging into 
one line of atrophy over the chest (Fig 1). 
The upper line went 5.5 cm in the direction 
of the chest, while the lower line went 4.5 
em before they met. The merging line 
went 4.5 cm upwards and 7 em downwards. 
The surface of the flattened keloid was 
atrophic and poikilodermic. Atrophy and 
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the lesion was a’ 2x3 mm milium-like 
white mass, from which triamcinolone 
acetonide was proved. 

Results of routine laboratory examina- 
tions were within normal limits. 

, On May 25, 1973, alphazurine 2G (patent 
blue) was injected at two points along the 
atrophic line in a way we find a lymphatic 
vessel to be injected in lymphangiography. 
It was proved that the atrophic line ran 
along the lymphatic vessel which stained 
blue at both points. Figure 2 indicates 
a stained lymphatic vessel over the chest. 
Histological examination of the stained 
vessel taken at a point a little above the 
meeting point of the two lines showed an 
atonie vessel partly lined with cuboidal 
cells, evidence against a blood vessel (Fig 
3). Histological examination of the atro- 
phic line taken from the same point re- 
vealed an almost normal picture of the 
skin (Fig 4), though the epidermis was 
slightly atrophic, the melanin granules in 
the epidermis were slightly decreased, and 
the sebaceous glands were absent. 

A milium-like mass was removed from 
the flattened keloid and was prepared for 
the detection of triamcinolone acetonide. 
The material was dissolved in 0.1N sodium 
hydroxide and examined with a double 
beam spectrophotometer (Shimadzu UV- 
200) for ultraviolet absorption. There was a 
peak of absorption at about 238 to 240 nm, 
and the material was again dissolved in 
ethyl aleohol which gave a peak of absorp- 
tion at 238 nm. In another examination, 
triamcinolone acetonide was tested for ul- 
traviolet absorption with the same instru- 
ment, giving a peak at 238 nm (ethanol so- 
lution) and a peak at 238 to 240 nm (0.1N 
NaOH solution). 

After the biopsy, the atrophic lines be- 
gan to disappear, though the biopsy wound 
showed a tendency to the formation of ke- 
loid. Flurandrenolide tape was used for the 
keloid with considerable benefit. As of July 
13,1973, the atrophic lines showed a dis- 
tinct tendency to disappearance, and even 
the depigmentation and atrophy at the pe- 
riphery of the keloidal lesion have consid- 
erably normalized. 


Comment 


It is well known that topically in- 
jected corticosteroids may produce at- 
rophy of the skin localized at the sites 
of injections. In a comprehensive de- 
scription of the untoward reactions to 
topical injections of corticosteroids, 
Goldman’ stated that local reactions 
may be (1) pain and discomfort, (2) 
hemorrhage, (3) atrophy, (4) second- 


Arch Dermatol /Vol 109, April 1974 


ary infection, (5)  pigmentation 
changes, (6) hypersensitivity reac- 
tions, and (7) panniculitis. On the at- 
rophy produced by topical injections 
of corticosteroids, reports have been 
made by Fisherman et al,* Schetman 
et al? Iuel and Kryger, Cassidy and 
Bole,’ Beardwell,* Labrousse and Des- 
proges-Gotteron,® and Fritsch." In 
1972, Schópf" made a review of the 
literature on the side effects of exter- 
nal eorticosteroid therapy. None of 
these reports mentioned linear at- 
rophy resembling our case. 

In 1964, Ayres' presented a case of 
alopecia areata with associated sub- 
eutaneous atrophy at the Los Angeles 
Dermatological Society. There were 
two pronounced depressed areas, es- 
pecially on the left side of the fore- 
head where a linear depressed streak 
extended down the forehead almost 
to the eyebrow. Although bald areas 
were given two or three injections of 
corticosteroids (?), the atrophic areas 
did not receive injections. Sternberg 
stated that while the local atrophy of 
the scalp may be distressing, if the le- 
sions are far enough forward on the 
scalp, gravity may result in the 
steroid crystals moving down the 
lymph channels and involving the 
forehead with a linear atrophy which 
resembles the end result of coup de 
sabre on the forehead. Zimmerman 
stated that there was no big blood 
vessel in the area involved, so it al- 
most had to be lymphatic. 

Our case of skin atrophy following 
lymphatics was presented at the 91st 
meeting of the Kumamoto Dermato- 
logical Association. At the meeting 
two dermatologists stated respec- 
tively that they had seen similar 
cases, suggesting that there had been 
more cases observed but not reported. 
In a recent journal, Steigleder? pub- 
lished a photograph of depigmenta- 
tion and depression which followed 
lymphatics after the injection of tri- 
amcinolone crystals. This condition of 
linear atrophy, different from striae, 
is an unexpected side effect of topical 
corticosteroid injection therapy and 
may need persistent questioning in 
taking histories of patients.’ 

On our case, we had three questions 
to be answered. (1) Was the vessel 
which ran along the atrophic line 


really a lymphatic vessel? (2) Did the 
vessel really carry and leak cortico- 
steroids? (3) Was the vessel a norma! 
or abnormal lymphatic vessel? "3 

On the first question, we assumed 
that the vessel under the atrophic line 
was a lymphatic vessel because it 
stained with patent blue and it was ' 
an atonic vessel partly lined with 
euboidal cells. At biopsy, it did not 
bleed like a blood vessel. On the sec- 
ond question, we do not have direct 
evidence. Indirect evidence was, how- 
ever, the fact that after the biopsy, 
the atrophic lines showed an apparent 
tendency to disappearance. We have 
no idea on the third question. 

After topical injections of nonsol- 
uble corticosteroids, corticosteroids 
may persist as long as two years.* We 
should pay much attention to the af- 
tereffects of topically injected cortico- 
steroids. 


Shigekiyo Maeno performed the experiments. 


Nonproprietary Name 
and Trademarks of Drug 


Triamcinolone acetonide—A ristocort Topi- 
cal Cream, Aristocort Topical Ointment, 
Aristoderm, Flutone-LP, -RP, -OR, -HP, 
Kenalog, Vetalog Cream. 
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Rectal Mucosa 
Involvement in 


Keratosis Follicularis 


Arnold Klein, MD; Loren Burns, MD; James J. Leyden, MD, Philadelphia 


A patient had typical keratosis follicu- 
laris (Darier disease). During the course 
of his treatment, he complained of pru- 
ritus ani. Subsequently, involvement of 
the rectal mucosa by the disease process 
was demonstrated by proctoscopy and 
examination of the biopsy specimen. 


ral mucous membrane involve- 
ment in keratosis follicularis 
(Darier disease) was first noted in 
1894 by Fabry. Clinically, these le- 
sions are described as rough, pebbly 
papules or white verrucous plaques. 
On microscopic examination, the 
characteristic features found in cuta- 
neous lesions are noted. Grains and 
corps ronds, however, are usually ab- 
sent.' 

Involvement of the perirectal skin 
in keratosis follicularis has also been 
reported. In Hidaka’s 1927 series of 70 
patients, six patients were noted to 
have clinical disease in this area. 
Beerman reported two cases of hyper- 
trophic Darier disease where both of 
the patients had widespread involve- 
ment and massive vegetating lesions 
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of the perineal and perianal skin. In 
one case, a normal rectal mucosa was 
observed, while in the other no com- 
ment was made concerning anorectal 
examination.’ 

Anorectal mucous membrane in- 
volvement in keratosis follicularis has 
not, to our knowledge, been previ- 
ously reported in the English litera- 
ture, except for a brief mention by 
Rook and Ebling.’ Brunauer, how- 
ever, in his extensive review of Da- 
rier disease noted two cases; an addi- 
tional case was also noted in which 
postmortem examination revealed 
esophageal lesions.‘ We saw a patient 
with keratosis follicularis who had in- 
volvement of the anorectal mucosa, 
which produced pruritus ani. 


Report of a Case 


An 18-year-old white man, whose condi- 
tion was first diagnosed as keratosis fol- 
licularis when he was three years old, came 
for treatment to the University of Penn- 
sylvania Dermatology Clinic. The only 
family member to be affected by the dis- 
ease was the patient's mother. Examina- 
tion of biopsy specimens from several ke- 
ratotic papules confirmed the diagnosis of 
keratosis follicularis. 

The patient was treated with 0.1% treti- 
noin applied topically once a day, with sub- 
stantial improvement. After three months, 
the eruption essentially cleared. Subse- 
quently, he has had to continue tretinoin 
application to prevent relapses. With this 
continued therapy, there have been no side 
effects. 
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Rectal mucosal biopsy section showing a suprabasal cleft, grains, corps ronds, and 
hyperkeratosis (hematoxylin-eosin, original magnification x 21). 


At a follow-up visit in May 1973, the pa- 
tient complained of anal pruritus. On phys- 
ical examination, at that time, the patient 
was found to have perianal papules and 
similar lesions on the anal mucosa. Endos- 
copy showed that there were characteristic 
cobblestone-like papules of the distal rectal 
mucosa. A 4-mm punch biopsy specimen of 
the anal mucosa was secured; microscop- 
ical examination of the specimen showed 
focal dyskeratoses, with acantholytic 
clefts, corps ronds, and grains that were 
characteristic of keratosis follicularis (Fig- 
ure) Treatment with topically applied 
0.025% fluocinolone acetonide resulted in a 
prompt relief of his symptoms. 
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Comment 


The initial symptom that prompted 
anorectal examination in our patient 
was pruritus ani. Extensive question- 
ing elicited no other gastrointestinal 
symptoms. On communication with 
the patient’s mother, who also has 
keratosis follicularis but who was un- 
available for examination, it was 
learned that she has a long history of 
roughening of the perianal skin, with 
intermittent pruritus ani. 

Examination of another, unrelated 
patient with less extensive keratosis 


follicularis, however, showed that 
there was no involvement of oral, 
anal, or rectal mucosa. Though the 
dermatologic literature would sug- 
gest that anorectal involvement in 
keratosis follicularis is exceedingly 
rare, this finding could reflect the lack , 
of examination of the area rather 
than lack of disease in this site. Since 
mucosal involvement is frequently 
seen in the oral cavity, it is likely that. 
other patients also have rectal in- 
volvement. | 

In this case, the presence of typical 
lesions of keratosis follicularis in the 
skin facilitated the clinical diagnosis 
of the rectal lesions. This case calls 
attention to the fact that the dyske- 
ratotic process of keratosis follicularis 
can involve the rectal mucosa and 
lead to pruritus ani. 
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Punctate, Pigmented 


Verrucous Papillomatosis 


LCDR C. Robert Charles, MC, USN, CAPT Bernett L. Johnson, MC, USN, Philadelphia 


Although confluent and reticulated pap- 
illomatosis as described by Gougerot 
and Carteaud is an entity familiar to most 
American dermatologists, it is not gener- 
ally known that these same authors also 
reported two other varieties of papilloma- 
toses. We are reporting a case that we be- 
lieve meets the diagnostic criteria for one 
of these varieties (ie, punctate, pigmented 
verrucous papillomatosis) and that, here- 
tofore, has not been reported, to our 
knowledge, in the English literature. 


D 1932, Gougerot and Carteaud' 
summarized three forms of pre- 
viously described | papillomatosis, 
including punctate, pigmented ver- 
rucous papillomatosis, several vari- 
eties of which were described; con- 
fluent and reticular papillomatosis; 
and nummular and confluent papil- 
lomatosis. Since that time, there have 
been scattered reports in the Ameri- 
can and foreign literature describing 
new cases of both the confluent and 
retieular^* and the nummular and 
confluent*'^ varieties of papilloma- 
tosis. However, there have been no 
case reports in the English literature 
of the punctate, pigmented verrucous 
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variety of papillomatosis as originally 
described by these authors; in fact, 
some think that this disease has, in 
effect, disappeared as a clinical en- 
tity.' It is for this reason that we wish 
to report in detail a case that we 
think meets the criteria for punctate, 
pigmented verrucous papillomatosis. 


Report of a Case 


An 18-year-old black woman with mul- 
tiple punctate papules was first seen in 
January 1971. She had a nonpruritic, papu- 
lar eruption involving the shoulders, ax- 
illae, arms and forearms, breasts, upper 
part of the back, and abdomen. She stated 
that the eruption had been present since 
age 11 with only scattered, new lesions de- 
veloping since that time. She was other- 
wise in excellent physical health and there 
was no family history of a similar erup- 
tion. 

Physical Examination.—Scattered over 
the anterior aspects of the shoulders, the 
arms and forearms, anterior axillary folds, 
breasts, upper area of the back, and about 
the umbilicus were multiple papules rang- 
ing up to 3 mm in diameter (Fig 1 and 2). 
Although a few papules were perifollicular 
in distribution, the majority were not. The 
papules ranged in color from red-brown to 
brown and had smooth tops. 

Laboratory Findings.—The following labo- 
ratory data were normal: complete blood 
cell count, sedimentation rate, urinalysis, 
blood electrolytes, serum calcium and phos- 
phorus levels, protein electrophoresis, 
blood glucose, and serological test for 
syphilis. An x-ray film of the chest was 
also normal. 

Histopathological Studies.—Skin biopsy 
specimens of lesions from the anterior 


chest wall were split, with one portion pro- 
cessed for electron microscopy" and the 
other for routine histologic study with 
hematoxylin-eosin, Verhoeff elastic tissue 
stain, Masson trichrome, and the foot re- 
ticulum stains. 

On hematoxylin-eosin-stained sections, a 
thin lace-like hyperkeratosis overlying the 
epidermis was noted. There was no para- 
keratosis present, and the keratin dipped 
into several cyst-like spaces. Rare pseudo- 
horn cysts were observed. The epidermis 
showed focal areas of finger-like acan- 
thosis that extended into a compact papil- 
lary dermis (Fig 3). This acanthosis alter- 
nated with epidermal thinning. There was 
distinct basal layer pigmentation, the epi- 
dermis being otherwise unremarkable. 

A striking feature of the sections was 
the compact nature of the papillary dermis 
when compared with the remainder of the 
dermis (Fig 4). The papillary dermis was 
densely compact and cellular; although the 
usual definition of the collagen bundles 
was lost, the fibrillar nature of the collagen 
was preserved (Fig 4). Fibroblasts were 
scattered diffusely throughout the compact 
papillary dermis. Verhoeff elastic tissue 
stain indicated a decrease in elastic tis- 
sue fibers of the involved papillary dermis 
when compared to uninvolved skin. Reticu- 
lum stains as well as Masson trichrome did 
not reveal any important changes when 
the lesions were compared with normal 
skin. The reticulum was not prominent, 
and the collagen appeared denser with the 
Masson stain. The reticular dermis was 
normal. It consisted of normal collagen 
and adnexal structures. 

A comparison of this specimen with 
those of blacks with seborrheic keratosis 
failed to reveal a similar papillary dermal 
change. 
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Fig 1.—Scattered papules over anterior area of right shoulder 


and proximal part of arm. 


Electron microscopical examination 
showed a substantial deposition of mature 
collagen fibers in the papillary dermis (Fig 
5). The fibers were of a uniform diameter 
ranging from 600 to 800 Angstroms, which 
is normal. Reticulum fibers and elastic fi- 
bers were sparse. The density of the colla- 
gen network was much more evident than 
would be expected for the papillary der- 
mis. Scattered throughout this dense colla- 
gen network were large stellate fibroblasts 
with dilated rough endoplasmic reticulum 
and numerous mitochondria. These cells 
appeared to be engaged in the active syn- 
thesis of both the collagen fibrils and of a 
granular ground substance (Fig 6). It is 
well-established that fibroblasts that en- 
gage in the synthesis of collagen have a 
similar morphology.” 
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Fig 2.—Area of “grouped” papules, similar in individual config- 


uration to those in Fig 1, over lateral area of right breast. 


Comment 


The variations of cutaneous papil- 
lomatosis were first summarized in 
one paper during 1932 by Gougerot 
and Carteaud. Although one of these 
variations (ie, confluent and reticu- 
lar papillomatosis) is well-known to 
American dermatologists, the other 
types are not generally recognized. 
These unusual variations include (1) 
punctate, pigmented verrucous papil- 
lomatosis, of which there are two 
varieties ([a] the punctate form of 
Gougerot and Clara" and [b] the ver- 
rucous form of Gougerot, Clara, and 
Bonnin") and (2) nummular and con- 
fluent papillomatosis. 


Fig 3.—Section of individual papule showing finger-like acanthosis and fibrotic papil- 
lary dermis (hematoxylin-eosin, original magnification x 40). 
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Punctate papillomatosis of Gouge- 
rot and Clara appears as punctate, 
verrucous papules occurring primarily 
in seborrheic areas. Pruritus is a 
prominent feature. Verrucous papil- 
lomatosis of Gougerot, Clara, and 
Bonnin appears as rounded red to 
brown papules, 1 to 2 mm high and 3 
to 5 mm in diameter. The eruption 
may involve all areas of the body with 
the exception of the scalp or volar 
surfaces. Pruritus has not been asso- 
ciated with the eruption. In both the 


Fig 4.—Higher power view of Fig 3 
showing mild perivascular infiltrate and 
preservation of the fibrillar nature of colla- 
gen in densely compact papillary dermis 
(original magnification x 200). 
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confluent and reticular papillomatosis 
and in the nummular and confluent 
papillomatosis, confluence of the 
papular eruption is observed; how- 
ever, in the latter entity, the eruption 
may involve the extremities as well 
ag the trunk. Severe pruritus is usual. 

Histologically, all the variations of 
the cutaneous papillomatoses are in- 
distinguishable.'^ They are character- 
ized by mild hyperkeratosis and mod- 
erate papillomatosis. The papillae 
project upward as finger-like projec- 
tions, while the areas between the 
papillae show mild to moderate acan- 
thosis and accumulation of horny ma- 
terial. The epidermis overlying the 
papillary tips may be thinned. 

We believe our patient fits the 
diagnostic criteria for verrucous pap- 
illomatosis of Gougerot, Clara, and 
Bonnin as described in the publica- 
tion by Gougerot and Carteaud as 
well as in the original 1919 case re- 
port. The character and distribution 
of the lesions as well as the histologic 
findings of our case are, in many re- 
spects, identical to those of the origi- 
nal case described by these authors. 
Our patient differs from the original 
case by onset earlier in life (age 11 vs 
adult onset), lack of involvement of 
the distal areas of the upper extrem- 
ities and the face, and lack of two 
other elementary lesions described in 
the original case; nevertheless, we be- 
lieve these variations in our patient 
are insignificant and are not incon- 
sistent with this diagnosis. 

Histologically, our case was inter- 
esting because of the marked collagen 
deposition in the papillary dermis. In 
fact, when studied by electron micros- 
copy, the entire papillary dermis was 
characterized by dense collagen depo- 
sition with an associated decrease in 
elastic fibers. These findings were in 
sharp contrast to the loose reticular 
appearance of the papillary dermis 
that is usually observed. The over- 
lying basal cell keratinocytes also 
appeared altered secondarily with no- 
ticeable undulations along their infe- 
rior border and increased tension 
about the half-desmosomes. 

Although increased collagen depo- 
sition in the papillary dermis has not 
been emphasized in the histologic de- 
scriptions of the papillomatoses in the 
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Fig 5.—Fibrocyte embedded in dense collagen network of papillary dermis. Although 
individual collagen fibrils are normal, density is much greater than would be expected 
for this area of dermis (original magnification x 4,500). 


past, it has been included as the main 
histologic criterion for other fibrous 
tissue tumors derived from the papil- 
lary dermis (ie, skin tag, fibroker- 
atoma, angiofibroma, prurigo nodu- 
laris).^ It is suggested that the 
papillomatoses are yet another group 
of fibrous tissue tumors derived from 
the papillary dermis and should be in- 
cluded in this classification. 

The diagnosis of verrucous papil- 
lomatosis of Gougerot, Clara, and 
Bonnin is difficult without an associ- 
ated biopsy. Some of the entities con- 
sidered clinically in our case were 


syringomata, papular sarcoidosis, tri- 
choepithelomata, cutaneous amyloido- 
sus, lichen niditus, lichen monili- 
formis, lichen myxedematosus, lichen 
spinulosus, and disseminated and re- 
current infundibulofolliculitis. All 
these diseases, of course, were ruled 
out by biopsy or by close clinical in- 
spection. Histologically, acanthosis 
nigricans, dermatitis papulosa nigra, 
and the adenoid variety of seborrheic 
keratosis were considered. However, 
none of the diseases in this latter 
category were compatible clinically 
with our findings. 
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Fig 6.—Fibroblast with prominent ergastroplasm, mitochondria 
actively engaged in synthesis of collagen fibrils, and granular 


In summary, we are convinced ver- 
rucous papillomatosis is a distinct en- 
tity. Although we are aware of no 
case reports in the English literature 
of this entity since its description in 
1932, our case is not compatible, clini- 
cally, with any other eutaneous dis- 
ease described to date. Whether this 
disease is as rare as the literature 
would indicate or whether it simply 
has not been recognized is conjectur- 
al. Nevertheless, the clinician should 
be reminded that verrucous papil- 
lomatosis has not disappeared as a 
clinical entity but, in fact, is a mani- 
festation in the spectrum of the papil- 
lary dermal fibromatoses. 
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ground substance in abnormal papillary dermis (original magnifi- 
cation x 7,500). 
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facts... 
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an ordinary topical steroid to clear a discontinue therapy. May stain. | 
era, xe . . . If used under occlusive dressings or for a prolonged period, watch 
dermatitis infected with fungi or bacteria. for signs of pituitary-adrenal axis suppression. 
. . . . May interfere with thyroid function tests. Wait at least one month 
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. . . ferric chloride test for phenylketonuria (PKU) can yield a false- 
way action, provides the kind of comprehen- positive result if Vioform is present in tne diaper or urine. TAE 
. rolonged use may result in overgrowth of nonsusceptible organisms 
sive therapy many common dermatoses* requiring appropriate therapy. E Ae 
E ° ADVERSE REACTIONS 
require. Few reports include: Hypersensitivity, local burning, irritation, 
pruritus. Discontinue if untoward reaction occurs. Rarely, topical 


*This drug has been evaluated as possibly effective for these indica- 


tions. See brief prescribing information. corticosteroids may cause striae at site of application when used 


for long periods in intertriginous areas. 
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pyoderma; nuchal eczema and chronic eczematoid otitis squeeze bottles of 15 ml. Mild Cream, 3% iodochlorhydroxyquin 
externa; acne urticata; localized or disseminated neuro- and 0.5% hydrocortisone in a water-washable base containing 
dermatitis; lichen simplex chronicus; anogenital pruritus stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium _ 
(vulvae, scroti, ani); folliculitis; bacterial dermatoses; my- lauryl sulfate, and glycerin in water; tubes of ¥2 and 1 ounce. Mild 
cotic dermatoses such as tinea (capitis, cruris, corporis, Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone in a 
pedis); moniliasis; intertrigo. M petrolatum base; tubes of % and 1 ounce. 
Final classification of the less-than-effective indications Consult complete product literature before prescribing. 
requires further investigation. ! 
CIBA Pharmaceutical Company . 
Division of CIBA-GEIGY Corporation 
CONTRAINDICATIONS : Summit, New Jersey 07901 2/4857 17 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 
1 or related compounds; lesions of the eye; tuberculosis of the skin; 
most i skin lesions (including herpes simplex, vaccinia, and 
varicella). 
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This product is not for ophthalmic use. 

In the presence of systemic infections, appropriate systemic anti- ax 
biotics should be used. 
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. Whats on youi 


patients face... 


may be more important than 
his chief complaint 





Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient PT.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann-La Roche 
Inc., Nutley, N.J 





"C" 


The lesions on his face 


are solar/actinic— 


so-called "senile" keratoses... 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 


selectivity of response 


After several days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas, Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 

Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: 


Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity . 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc 
Nutley, N.J. 07110 


This patient’s lesions were resolved with 


Efudex 


fluorouracil/Roche 


5% cream /solution...a Roche exclusive 


Letters to the Editor 





Dye-Photoinactivation 
and Herpes Simplex 


To the Editor.—Considerable con- 
cern has arisen as a result of Dr. Fred 
Rapp's comments regarding the use 
of dye-photoinactivation for the 
treatment of herpes simplex infec- 
tions published in JAMA  (MEDr- 
CAL NEWS 225:459, 1973). He theorizes 
that photodynamic inactivation of vi- 
ruses may prove to be oncogenic. Be- 
fore our professional colleagues con- 
demn and discontinue a potentially 
beneficial treatment, such as pho- 
todynamic inactivation for cutaneous 
infections, we should like to pass 
along the following thoughts. 

During the course of an ordinary 
untreated recurrent herpesvirus in- 
fection of the skin, at least 100 defec- 
tive virus particles are generated for 
each infective one. It is defective vi- 
ral particles produced during the 
photoinactivation process that Dr. 
Rapp fears may be oncogenic. We 
suggest that a continued and re- 
peated assault in the area of a recur- 
rent herpes simplex lesion with an 
abundance of defective virus pro- 
duced under natural conditions may 
well constitute a greater risk of on- 
cogenesis than the successful therapy 
for a recurrent herpetic infection in 
which the replication of the virus is 
cut short by photoinactivation. 

Assessment of the oncogenic poten- 
tial of a virus in humans by exam- 
ining the virus in the laboratory is 
based on assumption and far-reach- 
ing speculation. For example, adeno- 
virus, which is considerably more on- 
cogenic for hamsters than is herpes- 
virus, has not been shown to be on- 
cogenic in humans in spite of con- 
certed efforts to demonstrate an asso- 
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ciation between adenovirus and 
human tumors. 

Since the publication of Felber and 
associates of the clinical technique for 
photodynamic inactivation of cutane- 
ous herpes simplex infections in 
JAMA (223:289, 1973), experience 
gained by investigators in the Baylor 
College of Medicine, Department of 
Dermatology, and information con- 
tributed by numerous practicing phy- 
sicians about the country have con- 
firmed the efficacy of the treatment 
for relief of chronic, recurrent, and 
often debilitating cutaneous herpetic 
infections. Because of many inquiries 
from scientists, as well as from pru- 
dent practitioners, regarding the car- 
cinogenic and allergic sensitizing ca- 
pacity of the heterotricyclic dyes, we 
have been actively seeking not only 
clinical, but also experimental evi- 
dence for adverse effects of the dyes. 

After several years of contact with 
the dyes in the laboratory and after 
four years of accumulated experience 
with patients, only one case of con- 
tact dermatitis to neutral red has 
been seen by members of this depart- 
ment. No evidence of carcinogenesis 
has been observed. Animal studies 
are currently underway to investi- 
gate both the allergic sensitization 
capacity and carcinogenic potential of 
proflavine, the dye of current investi- 
gational interest because of its more 
effective photodynamic activity in 
in vitro studies. According to the 
method of Magnusson and Kligman, 
we are attempting to sensitize guinea 
pigs to proflavine with a dual chal- 
lenge of topical application with oc- 
clusion and intradermal injection 
with Freund adjuvant. Thus, the sen- 
sitization index of proflavine is being 
determined. 

We would be guilty of excessive 
nalveté and scientific neglect should 
we not keep fully in mind the poten- 
tial and alleged hazards of pho- 
todynamic inactivation of microorga- 
nisms with the heterotricyclic dyes. 
On the other hand, should we not pur- 
sue our studies on the potential use- 
fulness of this mode of therapy, we 
would be delinquent in our roles as 
medical investigators and physicians. 

It is our opinion that the MEDICAL 
NEWS section of The Jowrnal should 
have scientific review just as do pa- 
pers submitted for publication. De- 
spite the casual format of the MEDI- 
CAL NEWS section, items reported 
there are read and quoted widely. 
There is no place in a respected medi- 


e em. 
cal journal for dramatizing Sientific - 
material. Even if Dr. Rapp’s fears 
prove to be justified, his opinions and 
data should have been presented in a 
more appropriate manner and only 
after adequate review and appraisal 
by qualified impartial experts in the 
field. 

MICHAEL T. JARRATT, MD 
W. R. HUBLER, JR., MD 
JOHN M. Knox, MD 
JOSEPH L. MELNICK, PHD 
Houston 


Reaction to Quinidine Sulfate 


To the Editor.—In the July issue of 
the ARCHIVES, Dr. Dennis F. Marion! 
described a patient with a photosensi- 
tive livedo racemosa occurring during 
treatment with quinidine sulfate. 

Marion’s case is closely similar to a 
patient’s condition described by one 
of us in 1967 at the meeting of the 
Netherlands’s Society of Dermatolo- 
gists in Amsterdam’ and to another 
patient we have seen recently. In our 
patients, the affected parts were 
grossly swollen when the eruption de- 
veloped. In both, there was a latent 
period of about 48 hours between the 
exposure to the sun and the onset of 
the eruption. 

Our patients were being treated 
with a compound that releases the 
quinidine gradually and we thought 
that the constituents of this com- 
pound might be responsible for the 
reaction, because, despite the fre- 
quent use of quinidine sulfate, this 
reaction has never, to our knowledge, 
been described. The compound our pa- 
tients took, however, is much less fre- 
quently used. Moreover, one of our 
patients had been taking ordinary 
quinidine sulfate for 11 years without 
ill effects. 

Since Dr. Marion does not mention 
the use of a compound gradually re- 
leasing the quinidine, it has to be as- 
sumed that quinidine sulfate is the 
causative agent in his case. 

We will give a more extensive re- 
port of these cases shortly. 

W. P. DE Groot, MD 
J. WUITE, MD 
Amsterdam, Holland 
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My«gbacterium marinum Infection 


To the Editor._We recently saw a 
4l-year-old man with a sporotrichoid 
Mycobacterium marinum (balnei) in- 
fection of the right hand and arm. 
The initial inoculation occurred on the 
right third dorsal finger and was tem- 
porally related to an abrasion sus- 
tained when the patient was cleans- 
ing his aquarium. Seven festering 
granulomas in the lymphatic distri- 
bution of the right arm soon devel- 
oped. A biopsy specimen revealed a 
noncaseating tuberculoid granuloma. 
Treatment with potassium iodide ad- 
ministered orally, combination iso- 
niazid and ethambutol administered 
orally, locally applied heat, intra- 
lesionally given steroids, and liquid 
nitrogen cryotherapy was unsuccess- 
ful, corresponding to the results of 
Adams et al (JAMA 211:457, 1970). 

Because of the well-recognized use 
of steroids in conjunction with anti- 
tuberculous agents in the treatment 
of pulmonary tuberculosis, we placed 
the patient on isoniazid, 300 mg daily, 
ethambutol 1,000 mg daily, and tri- 
amcinolone, 16 mg three times daily. 
Dramatic resolution of the lesions be- 
gan within one week of initiation of 
therapy. The triamcinolone was ta- 
pered over a one month period, at 
which time we also discontinued the 
isoniazid and ethambutol. The lesions 
healed with only minimal scarring. 
We report this in the hope that others 
may wish to try combination anti- 
tuberculous agents and systemically 
administered steroids in the treat- 
ment of M marinum infection, a no- 
toriously refractory condition. 

Davip A. FISHER, MD 
RoBERT S. Lyss, MD 
Hayward, Calif 


Incorrect References 


To the Editor.—In their usually per- 
suasive manner, Drs. Ayres and Mi- 
han, while extolling their results with 
vitamin E, refer in passing to the in- 
filtration method advocated by Ervin 
Epstein, MD, in their letter to the 
editor in the ARCHIVES (108:855, 19773). 
But the formula of Dr. Epstein, while 
correctly listed in the title of the ref- 
erence (Calif Med 115:6, 1971), is in- 
correctly described as triamcinolone 
in lidocaine (Xylocaine), whereas the 
reference actually reads triamcin- 
olone in procaine. 

While this may be thought to be 
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"nit-picking," my experiences both in 
Israel and in California, have re- 
vealed important differences between 
the uses of lidocaine or procaine with 
the triamcinolone. Incorrect refer- 
ences in science may lead to incorrect 
assumptions, and this may be the case 
here, since Drs. Ayres and Mihan ap- 
pear not to be overly impressed with 
the results of Dr. Epstein's method. 
Perhaps their confusion about the 
procaine is the answer. 

ALAN E. GREENWALD, MD 

San Jose, Calif 


Calcaneal Petechiae 


To the Editor.-We would like to 
add our experiences to those of Dr. 
Verboy, as reported in the ARCHIVES 
(107:918, 1973). We examined 100 men 
from a Naval Institute and found five 
cases of caleanel petechiae. We use 
the term “acroseudocromhidrosis” be- 
cause there are reports of localization 
on the fingers. 

Our histological studies revealed 
collections of pigmented material in 
the horny layer, either interstitially 
or inside the intracorneal sweat 
ducts. Perhaps this material is hemo- 
globin-related, as suggested by the 
positive peroxidase reaction (Lison- 
Dunn method). 

We performed histochemical stud- 
ies for the demonstration of succino- 
dehydrogenase, leucilaminopeptidase, 
and a-naphthyl esterase. The eccrine 
eoil and dermal duct did not show any 
changes, as compared with those of 
normal patients, but the intracorneal 
segment of the sweat gland showed a 
striking loss of a-naphthyl esterase 
activity. 

We assume that there is active par- 
ticipation of the eccrine glands and 
that the hemorrhagic foci in super- 
ficial dermis reach the horny layer 
through the sweat ducts, as prefer- 
ential pathways, with secondary ex- 
traductal localization, as reported by 
Woscoff et al (Rev Argent Dermatol 
54:64, 1970). 

José G. Casas, MD 
ALBERTO WoscorF, MD 
Buenos Aires 


A Simple Treatment 
for Plantar Warts 


To the Editor.—The treatment of 
plantar warts has always posed a 
problem. Surgical excision, electroful- 
guration (by itself or accompanied by 
curettage), application of keratolytic 


pastes, podophyllum resin, liquid ni- 
trogen therapy, and radiotherapy 
have all been used. Although each 
physician may prefer one or the other 
of the previously mentioned treat- 
ments, the truth of the matter is that 
with any one of them relapses are 
very frequent; and when the proce- 
dure has been destructive, the healing ' 
of the wound is long and uncomfor- 
table. Sears on the soles are also a 
problem because of the placement of 
the foot. With cantharidin therapy, 
the patient runs the risk of develop- 
ing warts on the edges of the lesion, 
and radiotherapy entails risks that do 
not justify its routine usage in the 
treatment of a benign process. Other - 
procedures, such as scraping, that re- 
quire frequent visits of the patient to 
the clinie, are very expensive and 
time-consuming. 

Trichloroacetic acid has been used 
for years as a chemical scalpel. For 
the last three years, I have obtained 
excellent results with this drug in 
combination with electrosurgery and 
the use of a 1% fluorouracil solu- 
tion. After an anesthetic of lidocaine 
(Xylocaine) and epinephrine is ap- 
plied, the periphery of the wart is 
electrofulgurated until a plane of dis- 
section is obtained. 

The procedure is to fulgurate to the 
extent that the wart could be de- 
tached gently with scissors, but not so 
much as to risk leaving scars. The 
wart is separated "in toto" with 
curved iris scissors, and a curette is 
used to remove all the residual pul- 
pish tissue, until a surgically clean 
and smooth surface is obtained. Fi- 
nally, a 50% solution of trichloroacetic 
acid is applied, until the bleeding 
stops. 

The patient should not remove the 
thick bandages for a period of 24 
hours, so he can rest his foot. After 
24 hours the bandages should be re- 
moved and the wound treated with 
compresses of Burrows solution as 
well as to painting with a 0.5% 
aqueous solution of gentian violet 
twice a day. After four days, the pa- 
tient should substitute the gentian 
violet with a 1% fluorouracil solution 
and continue to apply this drug for 
three weeks. 

This simple and virtually pain- 
less procedure has resulted in no re- 
lapses in 18 patients whom I have 
treated, and the healing has been 
successful. 


ENRIQUE HERNÁNDEZ-PÉREZ, MD 
San Salvador, El Salvador 
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Allergic Contact Dermatitis 
. Due to Halotex Solution 


To the Editor.—Halotex Solution 
and Halotex Cream, containing 1% 
haloprogin as the active ingredient, 
have recently been detailed as a new, 
effective treatment for superficial fun- 
gal infections of the skin. A patient 
who was being treated for chronic 
tinea cruris developed an allergic con- 
tact dermatitis due to Halotex Solu- 
tion. Subsequent patch testing re- 
vealed that the patient was allergic to 
diethyl sebacate, a soubilizing agent 
found in both Halotex Solution and 
Halotex Cream. 


Report of a Case 


A 19-year-old white man with a chronic 
dermatitis in both groin areas was exam- 
ined on Feb 12, 1973. A potassium hydrox- 
ide examination showed numerous my- 
celia, and a diagnosis of tinea cruris was 
made. Treatment was started using Halo- 
tex Solution applied locally twice daily and 
500 mg/day of griseofulvin (microsize), ad- 
ministered orally with a fatty meal. 

On March 21, 1973, the patient returned 
with an acute dermatitis of six days’ dura- 
tion that was present in the groin areas, as 
well as on the hands and forearms and 
blisters on the third and fourth toes of the 
right foot. A course of systemic and topical 
steroid therapy cleared the acute derma- 
titis. Patch testing was done using the 
Halotex Solution, Desenex Ointment, NP 
27, Foille Ointment (contains benzocaine, 
benzyl alcohol, oxyquinoline base, and sul- 
fur), and tolnaftate (Tinactin) solution, all 
of which the patient admitted to having 
used in the past month. A 3+ reaction oc- 
curred to Halotex Solution; with all other 
patch test sites, the reaction was negative. 
A subsequent patch test to Halotex Cream 
also was positive, with a 2+ reaction. 


For patch testing, the drugs used in 
Halotex preparations were obtained from 
the manufacturer of the products. These 
contained haloprogin, polyethylene glycol 
400, polyethylene glycol 4000, diethyl seba- 
cate, polyvinyl pyrrolidone, and alcohol. 
They were applied in standard patch test 
manner to the back. Only those sites tested 
with preparations containing diethyl seba- 
cate developed a 2+ to 3+ reaction; all 
other formulations showed negative re- 
sults at 48 and 96 hours after application. 

A biopsy specimen of one of the positive 
patch test sites showed a dermatitis, the 
inflammatory infiltrate consisting mostly 
of lymphocytes and some eosinophils. 

Clinically, the patient’s condition has 
been controlled with topical applications of 


1% tolnaftate solution at the affected sites. 
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Secondary involvement of a Candida albi- 
cans infection has occurred and required 
a nystatin-neomycin-gramicidin-triamcin- 
olone (Mycolog) cream for treatment. The 
patient has shown a strong tendency for 
recurrence of the tinea cruris each time 
treatment has been stopped. When last 
seen, he had been free of infection for a 
period of more than three months. 


Comment 


Diethyl sebacate, the soubilizing 
agent used in both Halotex Solution 
and Halotex Cream, proved in this 
case to be the sensitizing agent. 
Diethyl sebacate is widely used as a 
food flavoring agent and is also used 
in perfumes. Historically, the inci- 
dence of sensitization to it is ex- 
tremely rare, even after widespread 
use in our populace over a period of 
many years. Nevertheless, the possi- 
bility of sensitization does exist and 
was manifested in the case reported 
here. To my knowledge, this is the 
first report of a case of allergic con- 
tact sensitization to either Halotex 
Solution or Halotex Cream. 

HusBERT V. Moss, MD 
Madison, Wis 


Harold W. Hermann, MD, of Mead Johnson 
Medical Division, supplied the various compo- 
nents of haloprogin formulations for patch test- 
ing. 


Contact Sensitivity to Costusroot 
Oil, an Ingredient of Some Perfumes 


To the Editor.—Costusroot oil de- 


 rived from Saussurea lappa of the 


chrysanthemum (Compositae family) 
was used for patch testing six indi- 
viduals who were known to be con- 
tact-sensitive to plants of this family 
and to their sesquiterpene lactones. 

The oil, 176 in petrolatum, produced 
strong positive reactions when ap- 
plied in five of the six individuals who 
were tested, and it produced negative 
reactions in five controls. 

Contact sensitivity to costusroot 
oil thus accompanies contact sensi- 
tivity to ragweed (Ambrosia), pyre- 
thrum (Chrysanthemum), marsh-el- 
der (Iva), bitterweed (Artemisia), 
sneezeweed (Helenium), false rag- 
weed (Franseria), tansy (Tan- 
acetum), feverfew (Parthenium), etc, 
as well as some edible composite 
plants, chicory (Cichorium), artichoke 
(Cynara), lettuce (Lactuca), and the 
garden chrysanthemum. Various de- 
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grees of contact sensitivity to these 
plants of the Compositae family and 
also to plants of the Magnoliaceae 
family, viz, Magnolia and the tulip 
tree (Liriodendron tulipi fera) and to 
sesquiterpene lactones derived from 
these plants have been observed in 
about 50 patients who were sensitized 
by exposure to the liverwort F'rul- 
lania during work in the-forests of 
British Columbia or to Chrysanthe- 
mum species grown in the garden. 
Frullania and Chrysanthemum yield 
allergenic sesquiterpene lactones, 
named frullanolide and parthenolide, 
respectively. Costusroot Oil yields 
costunolide, which possesses a meth- 
ylene group attached to the lactone, 
the immunochemical requisite of this 
group of compounds. The spectrum of 
contact sensitivity to these plants 
and to their lactones varies for each 
sensitized individual, and the pattern 
of the positive patch test reactions 
seems to depend on at least two fac- 
tors, the sensitivity level of the indi- 
vidual and the type of plant that ini- 
tially produced sensitization. Two 
individuals who were initially sensi- 
tized to a purified lactone, viz, alanto- 
lactone (derived from Inula, Compo- 
sitae family), showed positive patch 
test reactions to costusroot oil and, in 
varied degree, to the plants named 
above and to their lactones. 

Oil of Champaca, of perfumery, is 
derived from Michelia of the Magno- 
liaceae family; Michelia species yield 
allergenic sesquiterpene lactones. 

The exposure-risk and clinical im- 
portance of contact sensitivity to the 
oils has not yet been clarified for 
North America. In Japan, Nakayama 
made a presentation at the First An- 
nual Clinical Chemical Correlation 
Seminar of the Pacific Dermatologi- 
cal Association in Vancouver in 1973. 
In it, he reported that he found cos- 
tusroot oil to be a prominent cause of 
allergic contact dermatitis of the face 
from some perfumed cosmetics. The 
hazard of such hypersensitivity can 
be seen from the spectrum of cross- 
sensitivity to other plants that can 
ensue. Patch testing to costusroot oil 
should be carried out with due cau- 
tion, since this material (like alanto- 
lactone [Br J Dermatol 81:235, 1972]) 
is an active sensitizer, producing 
spontaneous flares if the test concen- 
tration is unduly high (as reported by 
Nakayama). 

JOHN C. MITCHELL, MD 
Vancouver, British Columbia, 
Canada 
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Kffppel-Treniaunay-Weber 
Syndrome 


To the Editor.—In the July issue of 
the ARCHIVES (108:111, 1973), Dr. 
Owens and co-workers discussed the 
nomenclature of "Klippel-Trenaunay- 
Weber syndrome." I would like to 
bring forward some objections: 

The association of varicose veins, 
hypertrophy of a limb, and cutaneous 
hemangiomas of the port-wine type 
has already been described in some 
case reports in the 19th century. Klip- 
pel and Trenaunay and, seven years 
later, Parkes-Weber were the first to 
point this out as a syndrome. 

In 1918 Parkes-Weber "has not 
noted the triad to include congenital 
arteriovenous fistulas,” but differ- 
entiated a distinctly different syn- 
drome that he called "haemangiecta- 
tic hypertrophy of limbs." The typical 
feature of this syndrome was "a defi- 
nite kind of thril or pulsations, 
rhythmical with the heart's contrac- 
tions... as in cases of arteriovenous 
anastomosis of traumatic origin." 

Against this historical background 
and in view of the fact that, accord- 
ing to Owens et al, the "existence 
of arteriovenous fistulas in these pa- 
tients greatly affects therapy and 
prognosis," it does not seem reason- 
able to group Klippel-Trenaunay syn- 
drome and Weber syndrome under 
one term. The term Weber syndrome 
should only be used where arterio- 
venous fistulas are present (Wien 
Klin Wochenschr 85:544, 1973). 

I also can not agree with the au- 
thor's statement that the Klippel- 
Trenaunay syndrome is a rare condi- 
tion, with less than 200 reported 
cases. According to some reports in 
the European literature this number 
should be much higher. 


Huco PartscH, MD 
Vienna, Austria 


Reply 


To the Editor.—Bean Vascular Spi- 
ders and Related Lesions of the Skin. 
Springfield, Ill, Charles C Thomas 
Publishers, 1958) has called attention 
to several reports of vascular anom- 
alies associated with trophic changes 
of the soft tissues and bones that an- 
tedate Klippel and Trenaunay’s re- 
port in 1900. In light of these reports, 
it may seem curious that Klippel- 
Trenaunay and Parkes Weber should 
be given eponymic remembrance; 
nevertheless, the nomenclature is 
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now entrenched in the world litera- 
ture. 

As we have pointed out in our re- 
cent article, the association of vari- 
cose veins, soft tissue hypertrophy, 
bone hypertrophy, and cutaneous 
hemangiomas of the port-wine type 
was described by Klippel and Trenau- 
nay in 1900. F. Parkes Weber, in 1918, 
noted the triad to include congenital 
arteriovenous fistulas of the extre- 
mities. Recently, most authors have 
preferred to group these anomalies as 
the Klippel-Trenaunay-Weber Syn- 
drome. Dr. Partsch believes that the 
term Weber Syndrome should only be 
used when arteriovenous fistulas are 
present. Admittedly, some investiga- 
tors agree with this viewpoint. In our 
opinion, it seems a continuation of 
the "lumper versus splitter" debate 
now current in medicine. 

We favor grouping of these anom- 
alies under one term, but as stated in 
our paper, the clinician must remem- 
ber that arteriovenous fistulas may be 
a part of the syndrome and must 
carefully exclude their presence, as 
they do affect therapy and prognosis. 

Additionally, we feel that Klippel- 
Trenaunay-Weber Syndrome is an 
uncommon condition. In our review of 
the literature, we were able to find re- 
ports on fewer than 200 cases. It is 
entirely possible that we overlooked 
some reports in the European litera- 
ture, for which we offer our apologies. 

DoNALD W.OwENS,MD 
ErRAIN Garcia, MD 
RoBERT R. PIERCE, MD 
FRED F. Castrow II, MD 
Houston 


Absence of Chloroquine-Induced 
Ototoxicity in a Fetus 


To the Editor.—Because of reports'” 
of chloroquine-induced ototoxicity in 
the fetus, abortion was performed for 
a woman receiving this therapy for 
discoid lupus erythematosus. 


Report of a Case 


A 27-year-old white woman had been un- 
der treatment for widespread superficial 
disseminated discoid lupus erythematosus, 
present since July 1966. The eruption was 
well controlled by fluocinolone acetonide 
ointment (Synalar) applied locally. There 
was no evidence of systemic involvement. 

In April 1968, following normal delivery 
of a healthy child, her second, the patient 
had several episodes of urticaria for which 
no cause could be found. The lupus er- 


ythematosus became more severe, and by 
October 1968 there was considerable scar- 
ring. Treatment was started with hydroxy- 
chloroquine sulfate (Plaquenil [Britain]; 
Plaquenil sulfate, comparable to US prod- 
uct), 200 mg three times daily for two 
weeks, then 200 mg twice daily. The condi- 
tion was well controlled on this dosage, but 


it flared up when treatment was discontin- * 


ued at four months, and, therefore, the 
maintenance dose was reinstituted. In 
February 1971, polyarthralgia, leukopenia, 
and transient flares of erythema devel- 
oped, despite the continuing treatment 
with hydroxychloroquine. These symptoms 
persisted for nine months and then sub- 
sided spontaneously. 

In February 1972, while still receiving 
hydroxychloroquine sulfate, 200 mg twice 
daily, the patient was found to be preg- 
nant. On learning of the drug’s possible 
ototoxic effects, the patient requested an 
abortion, which was performed by hysterot- 
omy at 14 weeks. Tubal ligation was per- 
formed later, also at the patient’s request. 

The fetus appeared normal. The tempo- 
ral bones were decalcified, sectioned, and 
stained with hematoxylin-eosin.’ One of 
these bones was examined by one of us 
(S.G.), who found no abnormality, and the 
other was sent to Joseph Farkashidy, MD, 
of the Ontario Temporal-Bone Bank. Un- 
fortunately, the decalcified specimen dis- 
integrated in transport, but Dr. Farkash- 
idy agreed that there was no abnormality 
in the embryonal precartilage, the anlages 
of the auditory ossicles, or the mem- 
braneous labyrinth, all of which were in 
the normal 14-week stage of development. 
Dr. Farkashidy further stated that struc- 
tural otologic malformation at this early 
stage of development is usually bilateral, 
and felt that chloroquine-induced otologic 
damage had not occurred in this fetus. 

It is thus apparent that in this pa- 
tient hydroxychloroquine sulfate, 200 
mg, taken twice daily during the time 
of conception and early development 
of a fetus produced no demonstrable 
congenital abnormality of the aural 
apparatus. 

J. BARRIE Ross, MB, DS, FRCP (C) 
SOTIROS GARATSOS, MD 
Halifax, Nova Scotia, Canada 
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Nomenclature of Erythropoietic 
Protoporphyria 


To the Editor.—The metabolic dis- 
order characterized by elevated proto- 
porphyrin in red blood cells (RBC) 
and feces was first described by Kose- 
now and Treibs' in 1958, but it was 
not clearly defined until the report by 


Magnus et al? in 1961. The latter au- - 


thors named the disease erythropoi- 
etie protoporphyria (EPP) because of 
the obvious involvement of the eryth- 
rocytes and normoblasts. Recently, 
some investigators have concluded 
" that the liver synthesizes most of the 
excess fecal protoporphyrin, and there- 
fore the disease should be renamed 
erythrohepatic protoporphyria.*-5 
However, as noted by Tschudy et al, 
a systematic classification of the por- 
phyrias will not be possible until all 
the enzymic defects of these ailments 
are determined. Because the present 
level of knowledge is far below this 
goal, we suggest it would be prema- 
ture to rename EPP, since EPP is a 
phrase that is well entrenched in the 
minds of students of porphyrin me- 
tabolism. 

The proposed change in nomencla- 
ture is of more than academic inter- 
est, since the alternate designation 
guides the user's thoughts toward he- 
patic involvement at a time when, in 
our opinion, such involvement has not 
been established. Because final deter- 
mination of whether the liver or the 
erythropoietic system is the site of 
the biochemical lesion of EPP may 
have implications for future therapy, 
it is important to critically examine 
the presently available data. 

The rationale and assumptions em- 
ployed in the evaluation of past re- 
ports require modification in the light 
of recent information. Evaluation of 
these and other concepts on the basis 
of current evidence establishes that 
no single report in the literature de- 
scribing biochemical investigations of 
EPP can be interpreted in support of 
primary hepatic involvement. We will 
document this statement by discuss- 
ing each point in question. Space does 
not permit evaluation of every report; 
only a few recent and pertinent ones 
will be cited. 

Single Isotope Studies.—One usually 
cannot extract information about 
relative contributions of multiple 
sources of a metabolic product by use 
of a single tracer. Schwartz, however, 
pointed out (oral communication, 
Sept 1973) that if one compares the 
specific activities of more than one 
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porphyrin product (ie, protoporphyrin 
and coproporphyrin), one can esti- 
mate the maximum amount of fecal 
protoporphyrin that could be synthe- 
sized in the liver, based on data from 
radioactively labeled 5-aminolevulinic 
acid (ALA) alone, but not from iso- 
topically labeled glycine alone. Thus, 
in studies to be reported elsewhere, 
when Schwartz reanalyzed the results 
of our investigation’ on the basis of 
ALA data only, he estimated that the 
maximum possible upper limit of he- 
patic protoporphyrin synthesis was 
25% in our patient. This figure is not 
much higher than our calculated max- 
imum of 18%, which was derived from 
the same study using data from both 
ALA and glycine. 

Because of the limitations of single 
tracer studies with glycine, the oft- 
cited investigation of Gray et al* with 
glycine^N provides no information 
concerning relative hepatic and 
erythropoietic contributions, a point 
which was clearly stated by the au- 
thors. The report of Nicholson et al 
provided voluminous data, but their 
doeumentation of major hepatic in- 
volvement appears to rest mainly on 
their observation that the amount of 
injected ALA"C appearing in the fe- 
eal protoporphyrin of their patient 
was greater than normal. Their con- 
clusion was based on the assumption 
that rapid excretion of radioactively- 
labeled protoporphyrin after adminis- 
tration of radioactively-labeled ALA 
is due to hepatic synthesis. This as- 
sumption is wrong for several rea- 
sons: (1) Protoporphyrin synthesized 
in any nonhepatic tissue deficient in 
heme synthetase must be released to 
the plasma and transferred to the 
liver, where it is converted to heme or 
bilirubin, or where it is excreted un- 
changed. (2) The appearance of radio- 
actively-labeled protoporphyrin in the 
feces coincides with the radioactivity 
pattern of the "rapid" erythrocyte 
pool. (3) Aminolevulinic acid does en- 
ter circulating RBC that readily 
convert it to protoporphyrin. Data 
confirming these statements were re- 
ported by Schwartz et al.’ 

RBC vs Fecal Protoporphyrin.—A 
convincing argument in the past was 
that since the protoporphyrin ex- 
creted in the feces of EPP patients is 
many times greater than the amount 
contained in the entire RBC mass, 
that tissue could not be the major 
source of the porphyrin. Implicit in 
this concept is the assumption that 
there is a single pool of RBC proto- 


porphyrin. The above argument car- 
ried great weight until the Study of 
Schwartz et al’ was reported. 

Our in vivo observations revealed 
that there are at least four erythro- 
cyte protoporphyrin pools, two of 
which turned over rapidly. Further- 
more, an in vitro experiment with the 
patient’s blood established that his 
RBC readily incorporated ALA and 
glycine into protoporphyrin that was 
rapidly excreted into the plasma, 
without mixing with the intracellular 
pool. Depending on assumptions based 
on other data of the study, this 
“rapid” pool could account for the ex- 
cess fecal protoporphyrin. 

Scholnick et al? also detected a 
“rapid” ALA-derived protoporphyrin 
pool in their patient’s blood in vivo, 
but suggested it might be due to 
binding of protoporphyrin to the RBC 
membrane. Our in vitro experiment 
excludes this mechanism for our pa- 
tient’s erythrocytes. Furthermore, 
Cripps and MacEachern* did not ob- 
serve fluorescence in RBC mem- 
branes isolated from the blood of pa- 
tients with EPP, and they detected 
only small amounts of protoporphyrin 
by chemical assay. 

Tissue Specificity of ALA.—It is 
widely believed that although glycine 
is readily used by all porphyrin- 
synthesizing tissues, ALA is incorpo- 
rated only by nonerythropoietic (NE) 
tissues. This concept has endured de- 
spite the fact that injected ALA rap- 
idly attains equilibrium between 
plasma and circulating RBC. If one 
were to distinguish erythropoietic 
from NE sources on the basis of ALA 
utilization, our results cited previ- 
ously suggest that the RBC is the 
most “nonerythropoietic” of tissues. 
This obvious contradiction requires 
reevaluation of the specificity of ALA 
for NE tissues. 

Spectrum of NE and Erythropoietic 
Involvement.—Scholnick et al sug- 
gested that the disturbance in EPP 
may range from mainly hepatic to 
predominantly erythropoietic. In sup- 
port of this, they cited instances in 
which the relatives of EPP patients 
had elevated RBC values and normal 
fecal protoporphyrin levels, and vice 
versa. However, until hepatic involve- 
ment is established with the degree 
of certainty that we attained for 
erythropoietic tissues in our patient, 
the above concept needlessly compli- 
cates the etiology of EPP. We noted’ 
that the presence of multiple RBC 
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pools cfn readily ‘account for the en- 
tire rahge of erythrocyte and fecal 
protoporphyrin ‘levels. If only the 
"rapid" pool is increased, one will ob- 
serve high fecal protoporphyrin levels 
and essentially normal RBC values. 
On the other hand, increasing the 
"slow" erythrocyte pool will result in 
high RBC levels and normal fecal 
protoporphyrin levels. 


Nomenclature.—Schwartz et al pre- 
sented several reasons why EPP 
should not be renamed. For example, 
no information is available concern- 
ing the role of the kidney or intestine 
in this disease, a point which was also 
recognized by Scholnick et al. There- 
fore, if one were to now employ the 
term "erythrohepatic," future evi- 
dence might require addition of the 
terms "-renal, -intestinal, . . .", ad ab- 
surdum. As noted by us and by Cripps 
and MacEachern, if EPP is to be re- 
named, the simple term "protopor- 
phyria" explicitly denotes the disease. 
Marver and Schmid” recently used 
this designation with subheadings. 
We (J.A.J., R.M.F.) prefer the term 
“erythropoietic” (even better, eryth- 
rocytic) because it focuses attention 
on the RBC and normoblasts, whose 
elevated protoporphyrin and charac- 
teristic fluorescence are hallmarks of 
the disease. 

Comment.—We state with confi- 
dence that every reported study of 
EPP examined by us failed to estab- 
lish primary hepatic involvement 
when analyzed with the revised con- 
cepts described previously. Most stud- 
ies employed a single tracer and, 
therefore, provided no information on 
relative hepatic and erythropoietic 
contributions. 

The only simultaneous double label 
investigations that we are aware of 
are those of Scholnick et al and of 
Schwartz et al. These studies were 
similar in that an EPP patient re- 
ceived ALA?H and glycine'*C simul- 
taneously and that the radioactivities 
of blood and fecal porphyrins were 
monitored. However, the former au- 
thors examined only blood and fecal 
protoporphyrin. Since they assumed 
that there was a single RBC pool, 
their conclusions are untenable in the 
light of our in vivo and in vitro dis- 
coveries of multiple pools. In fact, the 
single-pool concept was outdated be- 
fore our results were published. We 
refer to the observations of fluores- 
cent and nonfluorescent cells in EPP 
blood, and to the fact that Kaplowitz 
and co-workers" detected two RBC 
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populations on the basis of relative 
sensitivity to photohemolysis in the 
presence of albumin. Since Scholnick 
et al did not report specific activities 
for fecal coproporphyrin, we are 
unable to analyze their ALA data by 
Schwartz’s new technique to calculate 
the maximum possible degree of he- 
patic involvement in their patient. 
Our study included examination of 
RBC and fecal protoporphyrin as well 
as fecal coproporphyrin and urobilin. 
The additional data derived from 
these samples allowed us to calculate 
that at least 81.5% of the excess fecal 
protoporphyrin and urobilin arose 
from erythropoietic tissues, and a 
maximum of 18.5% from NE sources. 
This calculation included circulating 
RBC as NE tissue. We submit that 
the burden of proof lies with the 
proponent of the term “erythro- 
hepatic” to perform similar exhaus- 
tive studies to establish that in some 
EPP patients, the major source of ex- 
cess protoporphyrin is the liver. 
JOHN A. JOHNSON, PHD 
RAMON M. Fusaro, MD, PhD 
Omaha 
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Reply 


To the Editor.—As Drs. Johnson 
and Fusaro have suggested, the name 
"protoporphyria," for the disease 
heretofore called erythropoietic 
protoporphyria or  erythrohepatic 
protoporphyria, is most appropriate. I 
would certainly agree that the change - 
in nomenclature first proposed by 
Sehmid and Marver' and now sup- 
ported by Drs. Johnson and Fusaro is 
a step in the direction of clarifying 
the classification of the porphyrias. 

I would hope that because of my ac- 
ceptance of this change in nomencla- 
ture, the reader does not think that I 
have accepted the premise that the 
disease is solely of erythropoietic ori- 
gin. It would be presumptuous of sci- 
entific investigators to conclude on 
the basis of negative study that 
something is universally true. In this 
instance, the authors have proposed 
that the excess protoporphyrin is 
derived from several different eryth- 
ropoietic pools, without having per- 
formed direct studies on other 
porphyrin producing tissues. To de- 
termine whether their interpretation 
is correct, or that of previous investi- 
gators who implicated other organ 
systems as well, will, as they suggest, 
require further experimental effort. 
It would perhaps be of value for read- 
ers and investigators alike to keep in 
mind Aristotles admonition that “one 
swallow does not make a summer,” 
when reading or writing scientific lit- 
erature.’ 

PERRY SCHOLNICK, MD 
Los Angeles 
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Tretinoin Therapy for Monilethrix 


To the Editor.—Monilethrix is a 
dysplasia of the hair shaft; it is char- 
acterized by eliptical nodes separated 
by constricted internodes at which 
the medulla is lacking. The disease is 
uncommon; its mechanism of produc- 
tion is unknown; and up until the 
present, to our knowledge, no effec- 
tive treatment had been known. 

In the last few years, tretinoin has 
become a common therapeutic modal- 
ity. Its effectiveness has been proved 


Letters to the Editor 575 


in the treatment of a variety of dif- 
ferent-conditions such as acne come- 
donicus,' pseudoacanthosis nigricans,’ 
Darier disease,’ nevus comedonicus,: 
senile comedones,° trichostasis spinu- 
losa,® steroid-induced acne ‘ and in 
several kinds of icthiosis.* Other con- 
.ditions for which tretinoin therapy 
has been used include psoriasis, li- 
chen planus,” and keratodermia"; the 
effectiveness of tretinoin therapy in 
these cases must still be determined. 

Recently, we saw a patient with 
monilethrix, and we would like to re- 
port our preliminary results in using 
tretinoin as a therapeutic approach. 
We hope other investigators will try 
this treatment in a larger number of 
monilethrix cases. 


Report of a Case 


A 13-year-old white girl was seen for 
partial baldness that had begun a few 
months after birth. Several previous meth- 
ods of treatment were ineffective. There 
was no history of consanguinity between 
her parents, nor any similar cases in the 
family. 

Examination of the scalp showed that 
there were small, reddish, horny, follicular 
papules; from each papule there emerged a 
brittle, beaded hair that was 1 or 2 cm in 
length. The nape and the occipital region 
were most severely affected, and the re- 
mainder of the scalp was unevenly covered 
with tufts of sparse hairs. 

A 5-mm punch biopsy specimen showed 
an association of broken hairs with follicu- 
lar keratosis. Microscopic examination of 
the hair showed that it had a uniformly 
beaded appearance. The diagnosis was 
monilethrix. 

Treatment consisted solely of topical ap- 
plications of a 0.05% solution of tretinoin. 
We began treatment with once daily appli- 
cations for one week. The patient was told 
that a moderate to severe inflammatory re- 
sponse would occur. At the end of the sec- 
ond month of treatment, the follicular 
keratosis had disappeared, an effect ex- 
pected by us; but to our surprise, two 
months later (during the fourth month of 
tretinoin therapy), tufts, of normal hair 
began to grow. 


Comment 


At this time (sixth month of treat- 
ment), the patient’s scalp is free of 
horny follicular papules, the hair is of 
normal length and has normal mor- 
phologic features in more than 70% of 
the treated areas. 

ENRIQUE HERNANDEZ-PEREZ, MD 
San Salvador, El Salvador 
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Transillumination for Diagnosis of 
Mucinous Pseudocyst of the Finger 


To the Editor.—One of the diagnos- 
tic aids now rarely used in dermatol- 
ogy is transillumination. A study has 
been underway for some years in the 
Department of Dermatology of the 
University of Cincinnati Medical 
Center to determine the value and 
limitations of transillumination tech- 
niques for diagnosis of dermatologic 
conditions by incoherent bright light 
and also by laser light. If the optical 
qualities of normal skin of an area 
are changed by any structures that 
affect light transmission, absorption, 
and reflectance, these changes may be 
shown in a general diffuse fashion by 
transillumination. Some examples are 
cysts with and without blood, tumors 
with and without cystic or calcium 
changes, foreign bodies, etc. 

A Welch Allyn transilluminator has 
been used in these examinations. One 
of the most constant and clear find- 
ings of the value of transillumination 
is the use of this technique for the ex- 
amination of mucinous pseudocysts of 
the finger. In most instances, espe- 
cially for the periungual location with 
the secondary linear depressed canal 
deformities in the nail plate, transil- 
lumination is not necessary. How- 
ever, mucinous pseudocysts have oc- 
curred along the length of the finger 





transillumination of 


Clear-area 
cinous pseudocyst of finger obscured by 
Heberden node. 


mu- 


and on the toes where the differential 
diagnosis from solid soft-tissue tu- 
mors may be more difficult. 

One example for this type of a mu- 
cinous pseudocyst of the finger has 
been observed in our studies of the 
association of these pseudocysts with 
rheumatoid and osteoarthritis. This 
concerns the deep localization of 
pseudocysts with Heberden nodes of 
the finger (Figure). These deep swell- 
ings may be difficult to diagnose. In 
these areas, transilumination has 
been helpful. In a darkroom, transil- 
lumination with a small intense bead 
of light shows a clear translucent ap- 
pearance of the lesion, in depth and 
irregular spread of the lesion, and 
tracts migrating from the base. 

LEON GOLDMAN, MD 
K. W. KITZMILLER, MD 
Cincinnati 


Erythroplasia of Queyrat 


To the Editor.—Recently a patient 
with erythroplasia of Queyrat (EQ) 
was successfully treated with topi- 
eally applied fluorouracil (5-FU) and 
has been free of recurrence for 16 
months. Five similar cases are known 
to us. In order to study the effec- 
tiveness of topically applied fluoroura- 
eil treatment of EQ on a larger scale, 
we would appreciate case contribu- 
tions of histologically confirmed and 
fluorouracil treated cases of patients 
with EQ. For further details, contact 
me at Walter Reed Army Medical 
Center, Washington, DC 20012. 

LTC DETLEF K. GoETTE, MC, USA 
Washington, DC 
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Sézary-Like Cells in Cultures 
of Normal Human Skin 


To the Editor.—Recent enthusiasm 
concerning a morphologically unusual 
cell in the skin of patients with my- 
cosis fungoides (MF) and in skin and 
blood of patients with the Sézary syn- 
drome'? has been tempered by re- 
ports that the cell may not be a spe- 
cific marker for these diseases.‘ 
Electron microscopy shows that the 
cell of interest has a highly convo- 
luted, serpentine nucleus, resulting in 
a large increase in the nuclear-cyto- 
plasmic interface. The nuclear charac- 
teristics can also be appreciated with 
the light microscope in well-prepared 
specimens of tissue and blood. The 
unusual cell has been found in 
inflammatory infiltrates associated 
with several nonlymphomatous der- 
matoses (such as psoriasis, lichen 
planus, and discoid lupus erythema- 
tosus) and in infiltrates associated 
with solar keratoses and basal cell 
carcinoma.* Blood cells characteristic 
of Sézary syndrome have an abnor- 
mal karyotype and may be derived 
from the thymus.** However, it has 
not yet been determined whether the 
cell in MF and the Sézary syndrome is 
the same as that present in benign 
dermatoses nor is it known whether 
the lymphoma-associated cell is in- 
deed "malignant." 

While Sézary-like cells have not 
been described in normal skin of con- 
trol subjects, they can be found in tis- 
sue cultures made from skin. In our 
own laboratory, while carrying out in 
vitro studies of normal human skin 
using an explant method that permits 
proliferation of sheets of kerati- 
nocytes on a glass coverslip,’ many 
small cells with deeply basophilic 
nuclei were found beneath the ex- 
plant itself (visible following explant 
removal) and among the kerati- 
nocytes of the outgrowth. The cells 
were readily distinguished from ke- 
ratinocytes by their much smaller size 
(8u to 15u in diameter vs approxi- 
mately 50u in diameter). Fibroblasts, 
which are usually absent in this type 
of culture, are also much larger and 
are distinctly spindle-shaped in ap- 
pearance. At high magnification (oil 
immersion), light microscopical exam- 
ination revealed two types of small 
cells. In one type, the nucleus was 
nearly circular in shape and appeared 
smooth (Fig 1). This cell, which com- 
prised most of the small cell popu- 
lation, had the appearance of a lym- 
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Fig 1.—Lymphocyte-like cell in culture 
of normal human skin. Nucleus is basophil- 
ic with relatively smooth contour. Cyto- 
plasm is scanty (original magnification 
x 2,000). 


phocyte. While many of these cells 
were round, the shape of the cyto- 
plasm was variable due to the fact 
that the cells were motile. As deter- 
mined by time-lapse cinematography, 
the movement pattern was similar to 
that described for lymphocytes in 
vitro. A second type of cell, represent- 
ing 595-1096 of the total small cell pop- 
ulation, had nuclear morphologic fea- 
tures quite similar to those of blood 
Sézary cells described by other inves- 
tigators using the light microscope. 
The nuclear outline was irregular and 
numerous deep grooves were evident 
(Fig 2). The Sézary-like cells were 
found in all cultures made from the 
skin of more than 25 normal subjects. 

Similar cultures were made from 
skin biopsy specimens of plaques 
from two patients with MF. Light 
and electron microscopy showed that 
the dermis of the uncultured speci- 
mens contained many typical Sézary- 
like cells. Following explantation onto 
coverslips, small cells were found, as 
was the case for normal skin. Many of 
these cells (Fig 3) contained nuclei 
with irregular morphologic features 
and deep indentations, identical to 
those in normal cell cultures, and sim- 
ilar to those in uncultured MF skin. 
The percentage of these cells was 
higher, however, than in normal skin 
cultures. 

Electron microscopy was performed 
on cultures removed from coverslips 





Fig 2.—Sézary-like cell in culture of nor- 
mal skin. Note deep grooves in nucleus. 
Large, pale nuclei are those of kerati- 
nocytes (original magnification x 2,000). 





Fig 3.—Sézary-like cell in culture of MF 
skin showing grooves in nucleus. Cyto- 
plasm is so minimal it is not evident. 
Deeply basophilic nucleus of this cell 
overlies larger, paler nucleus of kerati- 
nocyte (arrow), (original magnification 
x 2,000). 


in the hope that some small cells 
would be seen. However, the attempts 
were unsuccessful. First, the cells 
could not be identified by light mi- 
croscopy in whole mounts of plastic 
embedded cultures because of inade- 
quate optical properties of the plastic. 
Second, since they are scattered ran- 
domly throughout cultures, the chances 
of finding the cells in ultrathin sec- 
tions of limited size are small indeed. 
We think that small cells with ir- 
regular basophilic nuclei in cultures 
of normal and MF skin are probably 
the same as unusual cells reported in 
peripheral blood of Sézary syndrome 
and in the skin of MF patients. The 
most obvious explanation for prior 
failure to observe such cells by light 
and electron microscopy in normal 
skin lies in the overall scarcity of lym- 
phocytes in normal tissue. Under in 
vitro conditions, the cells apparently 
migrate from the explant and concen- 
trate on the coverslip. Finding Sé- 
zary-like cells in cultures from both 
normal and MF skin lends further 
support to the argument that the Sé- 
zary cell may not be a malignant cell 
at all.‘ In the past, it has been 
suggested that the cell is either a 
heretofore undescribed normal lym- 
phoreticular cell or else a normal lym- 
phocyte whose altered nuclear mor- 
phologic features reflect a response to 
some stimulus. Identification of the 
latter may revolve around discovery 
of the true malignant cell in MF 
or else the particular stimulus that 
attracts such large numbers of lym- 
phoreticular cells to the skin in this 
and other diseases. At the present 
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time, aside from the unusual appear- 
ance of its nucleus, there is no defini- 
tive evidence that the Sézary cell is 
malignant. 
B. ALLEN FLAXMAN, MD 
EUGENE J. VAN Scott, MD 
LEONARD I. GOLDMAN, MD 
. Philadelphia 
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Viral Sycosis 


To the Editor.—A patient had mol- 
luscum contagiosum occurring over 
the face in an unusual way. 


Report of a Case 


A 30-year-old police constable with sy- 
eosis barbae (coccal) of three months’ du- 
ration was first seen in January 1973. He 
was treated with antibiotics elsewhere and 
was also given a short course of treatment 
with orally administered steroids. There 
was no improvement, and lesions were pro- 
gressive. A close inspection showed about 
50 to 60 lesions of small molluscum con- 
tagiosum on the face, occurring in the hair 
follicles as well as outside them. The diag- 
nosis was confirmed by removing mollus- 
cum bodies from one or two lesions with a 
sterile needle. The base was then touched 
with denatured alcohol. About ten lesions 
at a time were removed in a similar man- 
ner. All of the growth was removed 
within a month’s time. No recurrences 
were noted as of July 1973. 


Comment 


An article on herpetic sycosis pre- 
senting as herpetic folliculitis by 
Izumi et al appeared in the ARCHIVES 
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(106:372, 1972). My patient also had 
viral folliculitis, but his condition was 
due to the molluscum contagiosum. It 
is worth remembering that the cause 
of the sycosis barbae can be either 
bacterial, eg, coccal, syphilitic, super- 
ficial mycotic, or viral (due to herpes 
or molluscum contagiosum). 
JAYARAMAN KRISHNAMURTHY, MD 
Coimbatore, India 


Trioxsalen Therapy for Vitiligo 


To the Editor.—It was interesting 
to read the article by Kligman and 
Goldstein published in the ARCHIVES.’ 
They have added new dimensions to 
the use of trioxsalen in cases of viti- 
ligo. They claim that this synthetic 
furocoumerin is ineffective as an oral 
photosensitizers, since the absorption 
of trioxsalen from the gastrointesti- 
nal tract is questionable in human 
beings. The authors give no data to 
support their contention. Never- 
theless, they seem to take solace from 
the experimental work on rats by 
Nakajima et al? and Murata et al.? 

In order to refute the well-con- 
ceived observations of Hamada,’ 
Miyazawa,’ and others** of the effec- 
tiveness of trioxsalen therapy in viti- 
ligo, it is imperative to do blood-level 
studies. Since Kligman and Goldstein 
did not investigate this aspect, their 
observations seem premature. Fur- 
thermore, the authors admitted that 
they did not study the therapeutic ef- 
fectiveness of the drug but only the 
phototoxicity. 

Since the introduction of trioxsalen 
therapy for vitiligo, we have treated 
a considerable number of patients 
and have documented results that are 
cosmetically acceptable.'* It is abso- 
lutely unwarranted to administer the 
drug in doses as large as 100 to 200 
mg, as has been done by Kligman and 
Goldstein.' The administration of 10 
to 20 mg of trioxsalen is adequate; 
one should be aware, of course, that 
the action of the drug begins only af- 
ter two hours. 

This photosensitizer is effective 
only when the affected region is ex- 
posed either to natural sunshine or to 
measured ultraviolet light. The pre- 
lude to repigmentation is the appear- 
ance of erythema over the patches; 
the duration of the erythema varies 
from one to four weeks. The optimum 
period required for repigmentation is 
24 weeks. The repigmentation process 
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is very insidious and either starts 
from the periphery or around the hair 
follicles or both. ; 

It is interesting that in some of the 
cases the lesions become recalcitrant 
to treatment with some types of 
psoralens. As soon as a change is 
made in the furocoumerin deriva- 
tives, there occurs further reacti- 
vation of melanin-forming cells. This 
is true for trioxsalen and also for 
methoxsalen (8-methoxypsoralen) and 
psoralen. 

Furthermore, the comparative eval- 
uation of the therapeutic effec- 
tiveness of trioxsalen, methoxsalen, 
and psoralen has demonstrated that 
trioxsalen and psoralen were more ef- 
fective (V.N. Sehgal, MD, unpub- 
lished data). These findings substan- 
tiate the results of Pathak et al.’ 
Another finding that should be em- 
phasized is that trioxsalen was the 
least toxic of the three drugs. Future 
investigations of the effectiveness of 
trioxsalen therapy for vitiligo should 
include careful attention to these 
findings. 

Finally, another reason for the dis- 
crepancy of results could be that the 
absorption of trioxsalen, methoxsa- 
len, and psoralen is selective in pa- 
tients with vitiligo in different popu- 
lation groups from different parts of 
the world. 

VIRENDER NATH SEHGAL, 
MBBS, MD, MAMS 
Panaji, Goa, India 
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Postgraduate Course in Medical My- 
cology.—The Skin and Cancer Hospi- 
tal of Puiladelphia, Department of 
Dermatology, and Temple University 
Health Sciences Center, Philadelphia, 
present a Postgraduate Course in 


Medical Mycology, June 10-14, 1974. 


It is an intensive five-day course, of- 
fered primarily for physicians and 
microbiologists interested in medical 
mycology and recent advances in this 
field, and is designed to emphasize 
the clinical aspects of the various my- 
eoses. Also included will be an intro- 
duction to general mycology and a 
comprehensive review of the fungi 
causing diseases in man and animals 
(mycology, pathology, immunology, 
epidemiology, and therapy). All lec- 
tures will be illustrated, and cultural 
and histopathologic demonstrations 
will be presented. The material cov- 
ered will be particularly useful for 
those preparing for specialty boards 
and those desiring to broaden their 
concepts of infectious disease pro- 
cesses. 

Lecturers will be F. Blank; C. F. 
Burgoon, Jr.; E. W. Chick; G. Dall- 
dorf; H. E. Einstein; J. C. Gentles; M. 
A. Gordon; S. F. Grappel; H. F. Ha- 
senclever; W. C. Johnson; J. Kuć; F. 
Mariat; A. Restrepo; J. Schwarz; M. 
Silva-Hutner; M. B. Sulzberger; J. P. 
Utz; J. A. Weitz; G. N. Wogan. 

This continuing educational activ- 
ity is acceptable for 35 hours of cate- 
gory I credit for the Physicians Rec- 
ognition Award of the American 
Medical Association. 

For further information, write to 
Dr. F. Blank, the Skin and Cancer 
Hospital of Philadelphia, 3322 N 
Broad St, Philadelphia, PA 19140. 


Dr. Henry E. Michelson Memorial 
Meeting.—The first Dr. Henry E. 
Michelson Memorial meeting will be 
held in conjunction with the Min- 
nesota Dermatological Society meet- 
ing at the University of Minnesota, 
Minneapolis, on May 17 and 18, 1974. 
Guest speakers will be Dr. Walter 
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Shelley of the University of Pennsyl- 
vania and Dr. Richard Winkelmann 
of the Mayo Clinie Medical School. 
For further information, contact 
Harry Irving Katz, MD, Secretary, 
Minnesota Dermatological Society, 
2160 Cavell Ave N, Minneapolis MN 
55427. 


Eighth Iberolatinoamericano Derma- 
tology Congress.-The Eighth Ibero- 
latinoamericano Dermatology Con- 
gress will be held in San Salvador, El 
Salvador, Central America, from Nov 
28 to Dec 3, 1975. 

Professor Oswaldo Ramirez C., has 
been appointed President of the Con- 
gress by the Colegio Ibero Latino- 
americano of Dermatology (CILAD). 

Those interested in active partici- 
pation in the program and in attend- 
ance at the Congress should write to 
Prof Enrique Flores Diaz, Secretary- 
Treasurer of the Congress, PO Box 
1443, San Salvador, El Salvador, Cen- 
tral America or Cable CONIBLAD, 
San Salvador, El Salvador, Central 
America. 


Society of Cosmetic Chemists Re- 
search Grant.—The Society of Cos- 
metic Chemists will award, during 
the summer of 1974, a $5,000 one-year 
grant to a university for basic studies 
that could be in areas of skin moistur- 
ization, antiperspirants, dandruff, or 
other subject areas of interest to cos- 
metic scientists. The society has re- 
cently funded a $5,000 grant for 1973 
(with another $5,000 earmarked for 
1974) for basic studies on skin tan- 
ning at Brown University under the 
direction of Dr. Walter Quevedo. 

Proposals outlining the research 
project (or the first phase of a more 
extensive project) in sufficient detail 
to permit evaluation should be sub- 
mitted to Betty Lou Day, HDC En- 
terprises, 192 W 155th St, South Hol- 
land, IL 60473, not later than July 15, 
1974. The award will be announced 
within one month of the latter date. 
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MICHIGAN DERMATOLOGICAL SOCIETY 
March 14, 1973 


Amir H. Mehregan, MD, Recorder 


Lupus Erythematosus Profundus. Presented 
by Staff of Department of Dermatology, 
University of Michigan. 


A 29-year-old white woman noted the 
appearance of a single erythematous lesion 
on her right arm approximately 3% years 
ago. Since that time similar lesions have 
erupted over both arms and thighs and 
have progressed to become nodules that 
are often tender. Prior to being seen here, 
she had been receiving trial therapy with 
prednisone without appreciable improve- 
ment. 

Physical examination reveals numerous 
erythematous, nontender nodules, varying 
in size from 1 to 4 em, over her arms and 
upper parts of her legs with sparing of the 
face and trunk. The epidermis overlying 
these nodules appears shiny and atrophic. 
Palpable nodularity surrounds a healed 
surgical scar on the anterior portion of the 
right arm. Laboratory test panel was unre- 
markable. Complete blood cell count (CBC), 
is urinalysis, protein electrophoresis, thy- 
roid screen, and chest x-ray film were nor- 
mal. Antinuclear factor was reported reac- 
tive. The latex fixation test and lupus 
erythematous preparation were negative. 
A biopsy specimen of a nodule showed fi- 
brous thickening of the subcutaneous septa 
with edema, dystrophic calcification, and a 
predominantly lymphocytic infiltrate. The 
vessels were thickened and surrounded by 
a dense lymphocytic infiltrate. 

Therapy was started with hydroxy- 
chloroquine sulfate (Plaquenil), 400 mg a 
day, which was tapered to 200 mg a day. In 
November 1972, she was able to dis- 
continue hydroxychloroquine, and since 
then there has been an occasional new le- 
sion. 


Discussion 


Dr. DuniN: Since it was first described 
by Kaposi in 1883, there has been confu- 
sion in the literature as to what comprises 
lupus profundus, its relationship to sys- 
temic and discoid lupus erythematosus 
(LE), and its differentiation from other 
panniculitides. At first it was thought to 
represent sarcoidosis of the skin in a pa- 
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tient who also had lupus. Studies since 
then have confirmed that it is a form of 
LE. In the 1950s, a study by Pascher et al 
from New York University of the histo- 
pathologie findings of 100 cases of discoid 
LE showed a deeo dermal and subcutane- 
ous infiltrate in 28 cases. Most authors 
have described a perivascular lymphocytic 
. infiltrate with the vessels showing in- 
flammatory change, swelling of endothelial 
cells, thickening of walls, and infiltration 
of lymphocytes across the walls, ie, a 
chronic vasculitis. Fibrinoid degeneration 
also is frequently described. The usual der- 
mal and epidermal changes of discoid and 
systemic LE are less frequently described, 
and in some cases the subcutaneous 
changes occur under otherwise normal 
skin. Fountain, in 1968, wrote in the Brit- 
ish Journal of Dermatology that lupus pro- 
fundus could be distinguished histologi- 
cally from other forms of panniculitis. He 
also pointed out that, if typical discoid LE 
does develop, it is usually delayed for sev- 
eral years but that it occasionally precedes 
the subcutaneous changes. In one of his 
cases, there was an interval of ten years. 
In addition to the nonspecific vascular 
changes, he described necrobiosis in the 
connective tissue of the lower dermis and 
fat. In some areas, the collagen stained 
faintly and was swollen but retained a 
fibrillar structure. In other areas, the colla- 
gen was replaced by eosinophilic material 
that was either homogenous or in amor- 
phous clumps. It occurred to me that Foun- 
tain might have been looking at rheuma- 
toid arthritis with subcutaneous nodules, 
but the description of his cases and their 
workups rules this out. In April 1972, a 
group from southern California described 
rheumatoid-like nodules in systemic lupus. 
When Fountain described the changes in 
the subeutaneous tissue and deep dermal 
collagen, he showed an impressive lack of 
cellularity in and around the involved 
areas. Some of the most severely involved 
areas showed little vascular change. He 
thought that the change was a primary one 
of the connective tissue. Winkelmann, in 
1970, described both the vascular changes 
and the amorphous hyaline-like changes in 
the dermis and subcutaneous tissue. 


One of the best studies on LE profundus 
was done by Tuffanelli in 1971. In a series 
of 228 patients with LE, he observed six 
with LE profundus. Four of the six had 
nodules beneath clinically normal-appear- 
ing skin. In two, the overlying skin was in- 
flamed, atrophic, and ulcerated. Four of 
the patients had chronie discoid lesions 
elsewhere on the body. Of the six patients, 
five had evidence of systemic LE. Five of 
the six responded to antimalarials (a con- 
sistent finding in the reported series). Of 
the five who had positive antinuclear fac- 
tors, all were in high titer (256 dilutions). 
Half of the patients had depressed comple- 
ment levels. Two of the patients had ele- 
vated IgG, and one had elevated IgA. Di- 
rect immunofluorescence in four of the six 
patients (in those whose nodules were ac- 
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tive at the time of immunofluorescence) 
showed deposition of immune complexes in 
the deep dermal vessels, and in two of 
these, there was fluorescence of both IgG 
and complement. Putting this data all to- 
gether, it seems that the pathogenesis of 
lupus profundus may be an immuno- 
pathologic one, involving at least blood 
vessels and perhaps also connective tissue. 

Dr. ALTMAN: Occasionally in LE pro- 
fundus, intralesional injection or a punch 
biopsy results in an area of tissue break- 
down and ulceration. Is there any histo- 
logie change to explain this phenomenon? 

Dr. MEHREGAN: The primary histologic 
findings in lupus profundus are a lympho- 
cytie vasculitis with thickening of blood 
vessel wall, fibrinoid deposition and endo- 
thelial swelling, and the  necrobiotic 
changes of the connective tissue that ap- 
pear to be secondary to ischemia. There- 
fore, severe trauma, injections, or punch 
biopsy may be followed by tissue necrosis 
and ulceration. 


Telangiectasia Macularis Eruptiva Perstans. 
Presented by Staff of Department of 
Dermatology, University of Michigan. 


A 3l-year-old white man was first seen 
in the Dermatology Clinic in 1962 at age 20 
because of the sudden onset of pruritus 
and swelling of the hands. He also com- 
plained of an erythematous macular erup- 
tion involving the neck, abdomen, chest, 
back, and feet, which urticated on strok- 
ing. No apparent cause was found at that 
time. He has continued to develop lesions 
that are pruritic and urticate when 
stroked. Antihistamines afford partial re- 
lief. 

Srythematous, telangiectatic, macular 
lesions are present over the arms, legs, 
chest, and abdomen. A positive Darier sign 
can be elicited. Laboratory tests included a 
normal CBC. A punch biopsy specimen of a 
macular lesion shows perivascular mast 
cells, demonstrated with special stains. 
Treatment consisted of hydroxyzine (Ata- 
rax), 25 mg every four hours, and cypro- 
heptadine (Periactin), 8 mg three times a 
day. 


Discussion 


Dr. LEE H. STROHL: Parkes Weber and 
Hellenschmied were the first to report on a 
previously undescribed “generalized erup- 
tion of persistent red telangiectatic mac- 
ules in adults” in (Br J Dermatol 42:374, 
1930). They proposed the name of “tel- 
angiectasia macularia eruptiva perstans” 
(TMEP) for the eruption. Weber and Hel- 
lenschmied considered it a “vascular der- 
matosis" of some type, based on their clini- 
cal judgement and lack of any positive 
laboratory examinations. Shortly after- 
ward, Weber and Hellenschmied saw a 26- 
year-old woman with "typical urticaria 
pigmentosa of adults." The red macules 
were “reminiscent of those seen" in the 
initial patient, and, therefore, they felt 
that TMEP may turn out to be a very rare 


telangiectatic, relatively pyrmentless vari- 
ety of urticaria pigmentósa." When urti- 
caria pigmentosa presents clinically with 
telangiectatic macules as the only, or most 
prevalent, cutaneous lesions, a diagnosis of 
TMEP may be made. This variant of urti- 
caria pigmentosa usually occurs in adults, 
although it is not entirely restricted to 
them. According to Sagher and Even-Paz 
it is more common in middle-aged obese 
women (Mastocytosis and the Mast Cell, 
Chicago, Year Book Medical Publishers, 
1967). Ball reported the spontaneous dis- 
appearance of TMEP in a 10-year-old girl, 
and Moynahan presented a 10-year-old pa- 
tient who had telangiectatic macules on 
the buttocks with concomitant typical le- 
sions of urticaria pigmentosa on the trunk 
and extremities. 

Often there is little or no pigmentation 
or tendency to urticate, so that Darier sign 
is not of major value in making a defini- 
tive diagnosis. The clinician may not be 
able to distinguish individual dilated ves- 
sels in the lesions without the aid of mag- 
nification. Less commonly, arborescent or 
linear telangiectases may occur, partic- 
ularly on the face, that are not involved by 
macules. 


Histopathologically, TM EP shows a slight 
perivascular lymphocytic infiltration and 
slight connective tissue cell infiltration, 
mostly in the dermis. There often is a focal 
increase of melanin pigmentation in the 
basal cell layer. Moderate edema of the up- 
per dermis is seen, with little or none in 
the epidermis. Telangiectasia is variable. 
Numerous mast cells may be demonstrated 
by polychrome methylene blue stain. 


A variety of treatment regimens includ- 
ing histamine and serotonin antagonists, 
heparin, hyaluronidase, corticotropin, 
steroids, colchicine, and both internal and 
external irradiation have been used in 
treating urticaria pigmentosa, all with less 
than optimal results. The most popular and 
effective approach to the treatment prob- 
lem at present would appear to be anti- 
histamines and antiserotonin drugs. 


There is no information regarding the 
prognosis of TMEP, but for urticaria pig- 
mentosa taken as an entire entity without 
subclassification, some conclusions may be 
drawn. Onset of the disease as an adult 
carries a more ominous outlook. In approx- 
imately 50% of the cases in which the le- 
sions start in infancy or childhood, the le- 
sions are likely to disappear completely 
without scarring or atrophy by adolescence 
or early adulthood. Purely cutaneous mas- 
tocytosis runs a benign course in the ma- 
jority of cases. However, systemic involve- 
ment occurs in approximately 10% of all 
cases of mastocytosis. The child with a few 
nodular lesions has a better prognosis than 
one who has a maculopapular mastocyte 
eruption. The latter type more frequently 
progresses to systemic manifestations. 
Complications of mastocytosis include pep- 
tic ulcer, hemorrhagic diatheses, shock, 
and severe allergic reactions. 
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THE METROPNLITAN DERMATOLOGI- 
CAL SOCIETY OF LOS ANGELES 
April 24, 1973 ` 
Paul Gethner, MD, Recorder 
Case for Diagnosis: Mycosis Fungoides. 
Presented by DoNArD R. Suasky, MD. 
A 35-year-old man has had an asympto- 
matic, spreading eruption on the trunk and 
ektremities since 1968. The lesions, which 
are circular and measure as large as 5 to 6 
em, have erythematous, slightly elevated, 
scaly borders and poikilodermic centers. 
The patient has never had any treatment. 
Biopsy specimens have been taken from 
both the centers and borders of the lesions. 
Results of a complete blood count were 
within normal limits. A potassium hydrox- 
ide mount was negative. 


Discussion 


Dr. BERNARD GOTTLIEB: There is a poly- 
morphous inflammatory process in which 
histiocytes, mononuclear cells, plasma 
cells, and eosinophiles participate; and 
there is an accumulation of these cells in 
the papillary dermis, with exocytosis of 
large histiocytes and mononuclear cells 
into the epidermis. There are substantial 
numbers of mitotic figures and large his- 
tiocytes that have indented nuclei. The 
changes are suggestive of mycosis fun- 
goides. I would call this lymphoreticular hy- 
perplasia. There is not sufficient atypia, 
and there are no really well-developed 
Pautrier abscesses, which make an explicit 
diagnosis of mycosis fungoides impossible 
on this biopsy. This case should be classi- 
fied as poikiloderma atrophicans vasculare, 
which may be premycotic mycosis fun- 
goides. This patient should be observed 
and followed-up, with the view that he 
may develop overt mycosis fungoides. 

Dr. LEO INDIANER: The biopsy shows fo- 
cal atypia, hyperplasia of lymphocytes, his- 
tiocytes, and mitotic figures that are lim- 
ited to the upper quarter of the dermis. 
There is a rare pericapillary cell at a lower 
level. I agree that there are not enough 
atypical cells to diagnose mycosis fun- 
goides. This would be compatible with a hy- 
perplastic reticulosis. The case should be 
diagnosed as poikiloderma vasculare at- 
rophicans and followed up. 

Dr. STANLEY M. BIERMAN: Half of the 
cases of poikiloderma vasculare atrophi- 
cans eventuate in a lymphoma. I believe 
that this patient has poikiloderma and that 
Dr. Shasky should perform periodic 
biopsies. 

Dr. SHasky: I would like to ask Dr. 
Hirsch regarding future biopsies in this 
patient. 

Dr. PauL HinscH: Your clinical judge- 
ment is the best basis for guidance as to 
whether to biopsy a cutaneous lesion. Un- 
less there is induration or ulceration that 
does not respond to therapy, I would not 
perform a biopsy. The patient should be 
seen periodically for clinical evaluation. I 
would suggest performing a repeat biopsy 
yearly together with a thorough medical 
and hematologic evaluation. 
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Chronic Persistent Dental Sinus Tract with 
Chronic Ulcerations (Top of Chin) and Cu- 
taneous Carcinoma. Presented by HANS 
FELD, MD; Epwarp L. Murpuy, MD; 
MicHAEL M. VvocoLo, DDS, by invita- 
tion. 

A 57-year-old white man stated that the 
chronic skin condition on his chin had 
started in 1965. We found two deep, 
crusted ulcers 10 mm and 6 mm in length 
and punched out, that were present on the 
lower portion of the tip of the chin. There 
was a linear scar formation between ulcer- 
ations. 

Results of routine laboratory studies 
were normal, and cultures were negative 
for pathogens. There was no history of 
syphilis, and the serologic tests for syphilis 
were negative. 


Discussion 


Dr. VuocoLo: The oral examination 
showed an edentulous maxilla, except for a 
retained upper right molar root tip. In the 
mandible, there were nine teeth with gross 
carious destruction of the crowns. The re- 
maining soft tissues were normal, with the 
exception of three small closed paruli in 
the lower anterior alveolar ridge. There 
was no apparent drainage. 

The radiographic examination showed 
radiolucent areas at the apices of all re- 
maining teeth. There were large areas of 
osteolytic bone destruction, suggestive of a 
chronic granulomatous reaction. The treat- 
ment consisted of removal of the teeth and 
curettage of the remaining granulation 
tissue. Specimens were sent to an oral pa- 
thologist, who reported the finding of a 
chronic peridontitis, which is essentially 
chronic granulation tissue. There was some 
epithelialization with granulation tissue, 
which could be an epithelialized tract. 

The condition of this patient seemed to 
progress favorably for a few months and 
then regression occurred. Two more proce- 
dures to curette the area and look for se- 
questra were performed. At the same time, 
a standard solution of 50% diatrizoate so- 
dium was injected to demonstrate radio- 
graphically the fistula extending into the 
extraoral region. Further remission oc- 
curred for about two weeks. Then, three 
weeks ago, there was a regression back to 
the condition you see today. 

In the skin biopsy specimen, there is a 
tumor present, and one might consider the 
possibility that the tumor is secondary to 
this chronic irritation. 

Though uncommon, there have been re- 
ported cases of draining dental sinus 
tracts in the midline of the chin; in some 
cases, the condition had existed for as long 
as 32 years, but with removal of the source 
of the infection they have healed spontane- 
ously. This patient did not respond to 
treatment as we expected, which would 
suggest that some other process was in- 
volved. 

Dr. GOTTLIEB: The skin biopsy specimen 
shows acute and chronic inflammatory 
cells, granulation tissue, fibrosis, and an 


epithelial-lined tract. In one area, there is 
some basaloid proliferation, with masses 
and small strands of uniform basal cells 
that are somewhat compressed. This is a 
basal cell carcinoma. 

DR. INDIANER: One of the sections taken 
from the skin side shows a basal cell carci- 
noma. All the other specimens were taken 
from inside the mouth and show granula- - 
tion tissue. 

Dr. Hirscu: Associated with the area of 
ulceration are irregular-shaped masses 
and strands of anaplastic basaloid cells 
with peripheral palisading of the nuclei 
that I would classify as a basal cell carci- 
noma with an associated inflammatory re- 
sponse. Larger and deeper biopsy speci- 
mens were needed to delineate the 
features of this patient’s tumor. 


THE LOS ANGELES DERMATOLOGICAL 
SOCIETY 


May 9, 1973 
Laurence J. Underwood, MD, Recorder 


Latent Porphyria Cutanea Tarda: Retreat- 
ment With Chloroquine. Presented by C. 
RUSSELL ANDERSON, MD. 


A 67-year-old white man first had cuta- 
neous signs of porphyria in 1958. In 1959, 
fragility of the skin, blistering, darkening 
of the facial skin, and periorbital hyper- 
triehosis were noted. The patient's urine 
fluoresced a brilliant pink under Wood 
light. No alcoholic beverages were :con- 
sumed since 1959. In October 1968, phle- 
botomy was initiated. At that time, the he- 
moglobin value was 17.3 gm/100 ml, and 
uroporphyrin excretion was 4,062ug in 24 
hours. Five hundred milliliters of blood 
was removed every two weeks until 5 liters 
of blood had been taken. After the fifth 
phlebotomy, an acute exacerbation of the 
eutaneous findings occurred, associated 
with marked increased urinary fluores- 
cence, and the 24-hour urinary excretion of 
uroporphyrins rose to 6,208ug. After the 
ninth phlebotomy, the clinical and chemical 
manifestations of porphyria had disap- 
peared. At the tenth phlebotomy, the he- 
moglobin value was 11.8 gm/100 ml. Since 
the treatment, all clinical and laboratory 
signs of porphyria have disappeared. All 
liver function tests returned to normal and 
remained so. 

In February 1978, chloroquine phosphate 
therapy was begun with 250 mg daily, as 
recommended by Kowertz (JAMA 223:515, 
1973), and continued for five days. There 
were no systemic reactions or recrudes- 
cence of the cutaneous signs. Daily exami- 
nations for six days failed to reveal a pink 
fluorescent urine with the Wood light ex- 
amination. On May 8, 1978, laboratory ex- 
aminations were considered normal: copro- 
porphyrin, 88ug/24 hr and uroporphyrin, 
27ug/24 hr. Liver function tests were as 
follows: total serum protein, 7.9 gm/100 ml, 
with serum albumin, 4.6 gm/100 ml; serum 
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alkaline phosphatase, 8 international units 
(IU); serum glutamic pyruvic transami- 
nase, 62 units. Three weeks after the pre- 
sentation, a 24-hour urinary examination 
was negative for uroporphyrin and copro- 
porphyrin. 


Discussion 


DR. SAMUEL AYRES, JR.: A 62-year-old 
woman presented by Richard Mihan and 
me a few months ago had typical lesions of 
‘porphyria cutanea tarda. She had no his- 
tory of aleoholism but had been receiving 
therapy with conjugated estrogens (Pre- 
marin) for 15 years. Her uroporphyrins 
measured 3,128ug/24 hr. She was advised 
to discontinue the estrogen therapy and to 
take vitamin E, 400 IU daily, increasing 
the dosage to 1,600 IU daily. Five months 
after starting the treatment, the uro- 
porphyrins had decreased to 706ug/24 hr. 
The vitamin E therapy is continued and 
will be reduced later, although a main- 
tenance dosage will probably be necessary. 
Clinically, she has improved. 

The successful use of vitamin E has been 
reported by Marty and associates (Clin 
Res 17:391, 1969; 17:474, 1969) and by Nair 
and colleagues (Arch Intern Med 128:411, 
1971) An editorial in The Journal 
(217:1545, 1971) mentioned the beneficial 
effects of vitamin E in porphyria cutanea 
tarda. It functions by apparently correct- 
ing biochemical abnormalities involving in- 
termediate metabolites in the formation of 
heme and heme proteins. Vitamin E is vir- 
tually free from side-effects, unless admin- 
istered in initially high doses to patients 
with extreme hypertension or cardiac 
problems or diabeties on insulin. 

Dr. THoMas Rea: It is possible that, 
while a patient is in remission and not clin- 
ically active, chloroquine may not provoke 
a reaction. Perhaps the iron storage level is 
depleted, and this may be a factor. 

Dr. Lyon Rowe: The patient still reveals 
manifestations suggesting porphyria cu- 
tanea tarda, namely, the dusky erythema 
on his hands and scars on his hands from 
minor trauma. It would take courage to 
treat this man with increasing dosage of 
chloroquine, as has been suggested, to see 
if a flare of his porphyria could be evoked. 


Aquarium Granuloma (Mycobacterium bal- 
nei). Presented by WALTER F. SCHWARTZ, 
MD. 


A 54-year-old white woman had worked 
in a pet store since 1968 where she would 
clean tropical fish tanks. On April 26, 1968, 
she cut her right fifth finger on an aquar- 
ium tank. The laceration healed satisfac- 
torily with care of the wound and a tetanus 
antitoxin injection. Shortly thereafter, 
pustules, as seen today, began to appear on 
the upper forearm of the left arm. A lesion 
began as a shallow, subcutaneous, slightly 
tender “lump” but within a few weeks 
would erupt to the surface as a pustule, fol- 
lowed by an ulcer and superficial indura- 
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tion. For over 4% years, a few new lesions 
continued to develop around the left elbow. 
In recent months, similar lesions on the 
left forearm, left arm, and about the left 
knee have appeared. New lesions continue 
to appear in spite of many “conventional” 
antibiotics. There have been no febrile 
episodes, and lymphadenopathy is not ap- 
parent. 


Laboratory examinations have included 
normal findings in a chest x-ray film, blood 
glucose, and complete blood cell count. The 
purified protein derivative test was nega- 
tive. Direct smear of pus was strongly pos- 
itive, revealing acid-fast bacilli. Culture at 
37 C on Lowenstein-Jensen and Petrag- 
noni media yielded abundant growth in 
2% weeks. The culture was interpreted as 
Mycobacterium marinum, and the anti- 
biotic sensitivity study indicated that the 
organisms were sensitive to rifampin, eth- 
ambutol ethionamide, cycloserine, and sen- 
sitive to higher concentrations of strep- 
tomycin and p-aminosalicylic acid and 
resistant to isoniazid and viomycin. 


Histopathologic examination of a biopsy 
specimen from the left elbow region re- 
vealed a peripheral granulomatous infil- 
trate surrounding a stellate abscess in the 
dermis. A Ziehl-Nielsen stain showed nu- 
merous acid-fast bacilli throughout the 
dermis in association with abscess forma- 
tion. Auramine-O-positive mycobacteria in 
abundant numbers throughout the dermis 
were identified. 


Discussion 


Dr. J. WALTER WILSON: There are two 
forms of most of these infections. In one 
that is due to intracutaneous inoculation, 
the infection is likely to remain limited to 
the area and may extend to the lymph 
nodes that drain the area. This I call 
primary inoculation, whether it be sporo- 
trichosis, coccidioidomycosis, North Ameri- 
can blastomycosis, or several other dis- 
eases. In all of these, it is difficult to 
prove the presence of organisms because 
the patient is mobilizing a great defense 
against the organism. For example, it is 
difficult to show histopathologically the 
sporotrichosis organisms in tissue because 
they appear in such small numbers, even 
though they are there and may be easily 
cultured. The patient presented is not 
fighting her infection immunologically. 
She needs not only support with drugs but 
also all the help that can be given from an 
immunologic standpoint. I think she should 
be tested for resistance to the delayed tu- 
berculin type of hypersensitivity. Perhaps 
Dr. Papagianis at the University of Cali- 
fornia at Davis might be able to aid in the 
study of a specific transfer factor to see if 
we can help her immunologically and not to 
rely entirely on treatment with drugs. All 
of the drugs to which the organisms are 
sensitive have disadvantages, but this pa- 
tient is faced with a serious condition, 
which could be fatal. 

Dr. VICTOR NEWCOMER: I agree with Dr. 


LJ = 
Wilson regarding the imunologie eval- 
uation. It is certainly an atypical organism 
in that the cultures grow at 37 C. The fact 
that it grows at this temperature might ac- 
count for its increased growth rate, and 
this should be evaluated. 

Dr. WILSON: The organisms will grow at 
37 C but prefer to grow at a lower tem- 
perature. ‘ 

DR. PAUL Hirscu: The sections stained 
with hematoxylin-eosin reveal stellate ab- 
scesses that, in my experience, have not 
been noted with an atypical Mycobacte- 
rium. The biopsy material is massively 
loaded with acid-fast bacilli. 

DR. LEO INDIANER: The usual presenta- 
tion of aquarium granuloma is a single 
verrucous granuloma or perhaps several 
nodules occurring on one extremity in a 
sporotrichoid pattern. Many therapies 
have been used in the localized form. Re- 
cently, Callaway reported an immunologic 
approach in patients with widespread le- 
sions. Three patients were hypersensitized 
with a Mycobacterium marinum vaccine, 
prepared autogenously, followed by frac- 
tional x-ray treatment and the use of a 
saturated solution of potassium iodide. The 
results of the therapy were reported to be 
satisfactory. The various antibiotics to 
which the organism is sensitive have many 
potentially serious side-effects. 

DR. WALTER F. ScHwARTZ: It is possible 
that the patient is immunologically 
deficient against this organism. The dis- 
ease is spread by local inoculation from pus 
in the vicinity. For 4% years, the disease 
process was confined to the left elbow re- 
gion, but in the past few months it has ap- 
peared about the left knee, and now most 
of both arms is involved. It is likely, how- 
ever, that the patient’s immunity has not 
changed. 

The freshwater tanks usually have a 
temperature of 26 C. The microbiologists 
prefer to culture these organisms at 30 to 
33 C, but the organisms from this patient 
grow very readily at 37 C. Perhaps the or- 
ganisms have become acclimated to higher 
temperatures during the five years of the 
infection. It may be difficult to establish 
this as a Workmen’s Compensation case 
after five years, but it is my feeling that it 
should be covered in this category and that 
she should be reimbursed for medical ex- 
penses. (The members, in a hand vote, 
were unanimously affirmative that this 
should be considered a Workmen’s Com- 
pensation case.) 

Subsequent to the meeting, the lesions 
seemed to be involuting, and the spreading 
decreased following treatment for two 
months with hot water compresses, soaks, 
and baths. No other therapy has been in- 
stituted as yet. 


Nonproprietary Names and 
Trademarks of Drugs 


Cycloserine—Oxamycin, Seromycin. 


Ethionamide- T'recator-SC. 
Rifampin—Rifadin, Rimactane. 
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Herpes Progenit is With Left-Side Neuropa- 
thy. Presented by STANTON May, MD. 


Three months ago, a physician had a 
group of vesicles on the left side of the 
penis, and these were thought to be her- 
petic. He has had herpes simplex of the lips 
in the past. About one month after the pe- 
nile eruption, he had what he thought was 
influenza associated with severe fatigue. 
The patient noted that his left thigh was 
smaller than the right. There was no pain. 
Later, penile vesicles occurred in the same 
area. He felt that his leg became weaker, 
and he did not feel well. No regional ade- 
nopathy was present. 

Neurologic examination revealed that 
the left thigh and leg were smaller in cir- 
cumference. There was no sensory change, 
but weakness of the left iliopsoas, quadri- 
ceps, adductors, posterior thigh muscles, 
and anterior and posterior tibia muscles 
was noted. The reflexes as well as an x-ray 
film of the spine were normal. Electromy- 
ography suggested interference with con- 
duction as revealed by discrepancy with in- 
creased polyphasic activity in the left anal 
sphincter, with nerve conduction velocities 
somewhat slowed. The neurologist sug- 
gested that the herpetic disease had pre- 
ceded a parainfectious polyneuropathy. 
The upper level of the dysfunction was at 
the same cord level as the innervation of 
the skin of the penis and on the side where 
the herpetic attacks occurred. 

About one month ago, viral cultures 
from penile lesions and blood specimens 
for herpetic titer were taken. Herpes sim- 
plex virus was identified on culture. The 
blood antibody titer was positive in a 1:16 
dilution, and three weeks later, it was 1:18. 

Since the presentation, three herpetic re- 
currences on the penis have occurred. A vi- 
ral conjunctivitis was associated with one 
episode, and an exacerbation of weakness 
in the left leg was associated with the 
other two. Neutral red dye therapy was 
used and may have reduced the duration of 
the herpetic disease. 


Discussion 


Dr. JOSEPH LANDAU: The clinical history 
and course suggest herpes simplex. Herpes 
simplex has been associated with involve- 
ment of nerves, and recently several new 
advances have occurred. Herpes simplex 
virus has been injected into the foot pad of 
mice, producing a posterior paralysis, and 
the virus has subsequently been recovered 
from spinal ganglia.' Herpes simplex virus 
has been recovered from trigeminal gan- 
glia of rabbits after experimental infec- 
tion of their eyes with herpes simplex 
virus. The appearance of herpes simplex 
lesions around the mouth in the immediate 
postoperative period has been documented 
in over 9076 of patients subjected to root 
section from trigeminal neuralgia. Most 
recently, herpes simplex virus was recov- 
ered from trigeminal ganglia obtained at 
autopsy in six patients.' The direct asso- 
ciation of herpes simplex virus with pe- 
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ripheral neuropathy has not been well- 
documented. Other neurologic diseases and 
viral infections must be ruled out before 
one can accept the association in this case 
of the virus of herpes progenitalis and the 
patient's neurologic disease. 

Dr. WILLIAM REED: Varicella may in- 
volve the sacral nerve, leading to motor pa- 
ralysis. Herpes zoster may lead to urologic 
complications. A tumor should be searched 
for in this patient. 

Dr. ROGER MunGER: One female patient 
with herpes progenitalis whom I followed 
up for several years had neurologic find- 
ings down one leg associated with pain. 
Eventually the condition subsided. 

Dr. FRED FELDMAN: I have not observed 
motor symptoms associated with herpes 
simplex infections. However, it is not in- 
frequent for patients to have neuritic com- 
plaints during attacks of herpes progeni- 
talis and associated pain in the inguinal 
and thigh region. Herpes simplex of the 
finger may have radiating pain and some- 
times lymphangitis and axillary ade- 
nopathy. 
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Stevens-Johnson Syndrome, ?Autoimmune 
Progesterone Dermatitis. Presented by 
ANTHONY N. Domonkos, MD. 


A 25-year-old married white woman had 
a recurrent vesicular eruption involving 
the oral mucous membranes and arms for 
the past four years. The condition ap- 
peared after the birth of the first child. 
New crops of blisters appeared at two- to 
three-week intervals, with clearing of the 
lesions during the menses. She has been 
treated in the past with oral adminis- 
tration of prednisone and tetracycline. She 
also received therapy with a mixture of 
norgestrel and ethinyl estradiol (Ovral), 
which was of no benefit. 

Examination revealed numerous large 
eroded blisters of the buccal and gingival 
mucosa. Crusted eroded lesions were evi- 
dent on the soft and hard palate and on the 
lips. Large, flaccid bullae and crusted le- 
sions were present on the left elbow, 
hands, and palms. 


Since April 9, she has received biweekly 
injections of 40 units of corticotropin 
(ACTH) and has taken minocycline (Min- 
ocin), 100 mg daily. There has been marked 
improvement, with clearing of the vesicles 
and residual hyperpigmentation. 


Discussion 


Dr. C. NELSON: This patient had recur- 
rent erythema multiforme, but it was 
probably not severe enough to be termed 
Stevens-Johnson syndrome. She should re- 
ceive treatment with corticosteroids in suf- 
ficient dosage to control the symptoms. 
The fact that her problem occurs during 
the latter half of the menstrual cycle and 
subsides during menstruation suggests 
that it is related to hormonal changes. 

Dr. C. DEFEo: This may have something 
to do with progesterone autosensitization, 
which can be established by skin testing. 
We have had three patients who have had 
urticaria and erythema multiforme-like 
eruptions. Sequential birth control pills 
eradicated their eruption. The more immu- 
nofluorescent studies we do on bullous 
pemphigoid, recurrent erythema multi- 
forme, and dermatitis herpetiformis, the 
more we find false-positive and false-nega- 
tive results. She should have direct and in- 
direct immunofluorescent studies to see if 
she has IgG or IgA at the dermoepidermal 
junction. 

Dr. W. Atwoop: Just because this dis- 
order occurs in the last half of her cycle, 
we do not have to blame hormone sources. 
When the body temperature goes up, her 
herpes simplex flares up too. The only way 
to test is to give exogenous progesterone. 

Dr. D. Torre: I agree with Dr. Atwood. 
The sequence of erythema multiforme fol- 
lowing herpes simplex is well-documented. 
Her recurrences do not strictly follow the 
menstrual cycle. Serial herpes simplex ti- 
ters should be done as well as testing with 
progesterone. 

Dr. O. CANIZARES: I am not impressed 
with the fact that these lesions flare up at 
the time of menstruation. Menstruation 
affects many diseases in different ways; 
some get worse and some get better, and 
the effects are quite unpredictable. Men- 
struation may be an aggravating factor, 
but I do not think it is the cause. 

Dr. A. YOUNG: a serious inquiry into 
medications she may take to relieve pre- 
menstrual tension should be made. 

Dr. Domonkos: She does have erythema 
multiforme, and I did not intend to con- 
sider this Stevens-Johnson syndrome. She 
is in a quiescent period now. There is some 
connection with menstruation. Inciden- 
tally, she was clear during six months of 
her pregnancy, and the lesions clear up af- 
ter menstruation. She does not have her- 
petic lesions. 


Nonproprietary Name and 
Trademarks of Drug 


Corticotropin—Actest, Acthar, Actrope, Cortigel, 
Cortrophin, Depo-Acth, Duracton. 
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Introducing 
anew dimension 
In acne therapy 
from Westwood. 


DesquamX... 


5% or 10% Benzoyl Peroxide 
6% Polyoxyethylene Laury| Ether 





Desquam-X is a combination of Benzoyl Peroxide and Polyoxyethylene Lauryl Ether. Benzoyl 
Peroxide releases oxygen to help control anaerobic Corynebacterium acne population and re- 
duces irritating free fatty-acids. Polyoxyethylene Lauryl Ether, introduced by Westwood in 1960, 
enhances the therapeutic value of Desquam-X by providing desquamation and drying. 
Desquam- X has a unique gel base with a 5.5 pH for increased stability and to maintain effi- 
cacy. This gel base is non-perfumed with a “firm” consistency and is easily applied for patient 
acceptance. Desquam-X is available with either 5% or 10% Benzoyl Peroxide concentration 


for greater therapeutic flexibility. 


Compatible with most topical or systemic acne therapy. 


DesquamX? „~ 


CONTENTS: Desquam-X™ 5 contains 597 Benzoyl Peroxide, 6% 
polyoxyethylene laury! ether, 37% ethyl alcohol, carboxy vinyl co- 
polymer, di-sodium edetate, ci-isopropanolamine and water. 


Desquam-XTM 10 contains 10% Benzoyl Peroxide, 6% polyoxy- 
ethylene lauryl ether, 37°% ethyl alcohol, carboxy vinyl copolymer, 
di-sodium edetate, di-isopropanolamine and water. 


INDICATION: A topical aid for the control of acne vulgaris. 


ACTION: Provides the desirable drying and desquamation needed in 
the topical treatment of acne. Desquam-X has been demonstrated to 
have anti-bacterial effects, especially against Corynebacterium acnes. 


DIRECTIONS FOR USE: After washing as instructed, rub 
Desquam-X into affected areas twice daily. In fair-skinned individ- 


DesquamX1Ü ne 


uals or under excessively dry atmospheric conditions it is suggested 
that therapy be initiated with one application daily. The desired de- 
gree of drying and peeling can be obtained by modification of the 
dosage schedule. 


CONTRAINDICATIONS: Not to be used in patients known to be 
sensitive to any ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes and mucous membranes. 
For external use only. Keep this and all medications out of the 
reach of children. 

NOTE: May bleach colored fabrics. 

HOW SUPPLIED: Plastic tubes 1.5 oz. (42.5 gm.). 


CAUTION: Federal law prohibits dispensing without prescription. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N. Y. 14213 


— 


'^ Comfort...naturally 








bar for tender, sensitive skin. 

ing actions: sudsing surfactant 

emulsifies dirt and sebum...colloidal 
oatmeal adsorbs debris 

and soothes troubled skin. 


veeno bar 


Contents: Aveeno” Colloidal Oatmeal, 50%; hypoallergenic lanolin 
derivative; in a sudsing soap-free base containing a 
mild surfactant. Available in 3.5 oz. and 5 oz. bars. 


E ai " 
(oper 
* 


COOPER LABORATORIES, INC., WAYNE, NEW JERSEY 07470 





301-8 
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Both dosage 
forms with 


Aquatain 
Hydrophilic Base 


Available as: 

ARISTOCORT A — 0.1% Top- 
ical Cream in 15 Gm. and 

75 Gm. tubes; 0.5% Topical 
Cream in 15 Gm. tubes. 





Treats steroid-responsive skin lesions 
while it helps maintain hydration 


effective topical steroid 


potent anti-inflammatory action 


paraben-free 


e provides triamcinolone acetonide, the fluorinated steroid known for 


e to guard against potential hypersensitivity 


in the unique AQUATAIN base 


e combines two moisturizing agents to effectively retain available moisture 
e provides a protective lubricant barrier 


so pleasant to use, it feels like an elegant cosmetic cream 
e smooth to the touch — leaves medicated areas feeling supple and smooth 


e its light texture makes it easy to spread, gentle to highly irritated lesions 
e disappears more easily and rapidly than conventional vanishing cream bases— 


without "pilling" or soapiness 


ARISTOCORT^A TOPICALS 


DESCRIPTION: 0.1% or 0.5% Topical Cream with AQUATAIN™ 
base: 

Each gram of ARISTOCORT A contains 1 mg. (0.1%) or 5 mg 
(0.595) of the highly active steroid, Triamcinolone Acetonide (a 
derivative oftriamcinolone)in AQUATAIN, a specially formulated 
base composed of ethoxylated stearyl alcohol, isopropy! palmi- 
tate, glycerin USP, sorbitol solution USP, lactic acid, 2% benzyl 
alcohol and purified water. 

AQUATAIN is a specially formulated base which provides a pro- 
tective lubricant plus two moisturizing agents to effectively re- 
tain available moisture. The base is non-staining. water- 
washable, paraben-free, spermaceti-free and has a light texture 
and consistency 

Indications: For the treatment of steroid-responsive dermatoses. 
Contraindications: Viral skin diseases, such as varicella and vac- 


cinia; hypersensitivity to any component (not for ophthalmic use); 
when circulation is markedly impaired. 

Warnings: Safety of use in pregnancy has not been absolutely 
established. Donot use extensively, in large amounts, or for pro- 
longed periods of time in pregnant patients. 

Precautions: If irritation develops. discontinue use and institute 
appropriate therapy. In infections, use appropriate antifungal or 
antibacterial agents; if a favorable response does not occur 
promptly, discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are treated or the 
occlusive technique is used, increased systemic absorption of 
the corticosteroid may occur; take suitable precautions. 
Adverse Reactions: (local) Burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 


ec LEDERLE LABORATORIES ^ A Division of American Cyanamid Company, Pearl River, New York 10965 848-4 


AMA Annual Convention 


Chicago, Illinois 
June 22-26, 1974 


SECTION ON DERMATOLOGY 


Representative for Program: MIRIAM C. REED, MD, Princeton, NJ 
Assistant Representative for Program: GEORGE H. HAMBRICK, JR., MD, Baltimore, Md 


Continuing Medical Education Credit 


Hour-for-hour credit for courses will be given in Cate- 
gory 1 for physicians enrolled in the AMA Physician’s 
Recognition Award postgraduate program. The sessions on 
general papers listed below are accredited for Category 2. 
Other medical societies offering continuing education pro- 
grams usually accredit AMA courses for the highest cate- 
gory on an hour-for-hour basis. 


Sunday, June 23—9 AM-5 PM 
McCormick Inn, Room S 


Course: Dermatological Surgery for the Dermatologist 
(6 hours' credit) 
Directors: SORREL S. RESNIK, MD, Miami, Fla 
JAMES BERNARD PINSKI, MD, Chicago 


This course is for physicians with major practice in 
dermatology. Practical aspects of electrosurgery, excisional 
surgery, and chemosurgery will be discussed in detail. 
Fundamental techniques, planning, and cosmetic consid- 
erations of hair transplants will follow. The second ses- 
sion will be devoted to an actual practice wet laboratory 
session for all in attendance and will include a review of 
sutures, knots, flaps, and other dermatologic surgical 
techniques. 


Faculty: 
EUGENE L. BoDiAN, MD, New York 
LEONARD A. LEWIS, MD, Miami 
GEORGE PoPKIN, MD, New York 
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Monday, Tuesday, Wednesday, 
June 24, 25, 26—7:30-9 AM 
McCormick Inn, Room R 


Course: Dermatology for Nondermatologists 
(5 hours' credit) 
Director: WILMA F. BERGFELD, MD, Cleveland 


The diagnostic and therapeutic aspects of a wide range 
of skin disorders will be discussed. Visual aids, panel dis- 
cussion, and audience participation will be an important 
part of the program. The program will stress office man- 
agement of skin disorders by the nondermatologist. 


Faculty: 
FRANK GLICKMAN, MD, New York 
NORMAN GOLDSTEIN, MD, Honolulu 
S. WILLIAM Levy, MD, San Francisco 
KENNETH NELDNER, MD, Denver 
HARRY PARISER, MD, Norfolk, Va 
JAMES RoTCHFORD, MD, Arlington, Va 
JOHN P. TINDALL, MD, Durham, NC 
H. JORDAN WHITE, MD, Atlanta 


Postgraduate Courses Offered by the American 
Society of Clinical Pathologists 


The American Society of Clinical Pathologists will of- 


fer the following postgraduate courses at its Educational 
Center, located in the Illinois Medical Center. These 


Convention Program 


courses are designed to be of interest to both pathologists 
and nonpathologists. Transportation to the ASCP Center 
will be provided from a downtown site. Correspondence 
and applications for these programs should be sent directly 
to the American Society of Clinical Pathologists, 2100 W 
Harrison, Chicago, IL 60612. Telephone: (312) 738-1336. 
"The fee for each course is $40, and 3 hours' credit will be 
given for each course. 


Saturday, June 22—9 AM-12 noon 


Course: Diagnostic Problems in Gynecologic Pathology 
Directors: FRANK VELLIOS, MD, Dallas, and ALAN B. P. 
Ne, MD, Cleveland 


This workshop will consist of case presentations of diag- 
nostic problems encountered in gynecologic pathology, ex- 
clusive of diseases of the ovaries. 


Sunday, June 23—9 AM-12 noon 


Course: Morphology of Smears and Bone Marrow Sections 
Director: THOMAS F. DuTCHER, MD, Royal Oak, Mich 


Most of the workshop will be devoted to the leukemias and 
lymphomas, including aspects of the fixation of bone mar- 
row aspirates and biopsy specimens and some uses and 
techniques of cytochemistry in the diagnosis of leukemia. 


Sunday, June 23—9 AM-12 noon 


Course: Quality Control of Laboratory Procedures in the Phy- 

sician's Office 
Directors: LAURENCE P. SKENDZEL, MD, Traverse City, 
Mich, and BRADLEY E. COPELAND, MD, Boston 


The practical side of setting up quality control will be 
emphasized so that the practicing physician can institute 
quality control for office procedures, such as hemoglobin, 
hematocrit, glucose, urea nitrogen, cholesterol, and urine 
analysis. 


Monday, June 24—9 AM-12 noon 


Course: Dermatopathology—Pigmented Lesions of the Skin 
Director: J. LESLIE SMITH, JR., MD, Houston 


The course reviews benign and malignant pigmented 
lesions of the skin—the majority representing tumors com- 
posed of melanocytes, with emphasis on histopathologic 
features and their correlation with clinical appearance 
and biologic behavior. 


Monday, June 24—9 AM-12 noon 


Course: Health Quality Measurement, Medical Communica- 
tions Systems, the Minicomputer, and You 
Directors: JAMES B. McCormick, MD, and FLOYD GER- 

STENFELD, Chicago 


Communication systems requirements for collection, stor- 
age, and transmission of medical information in the office, 
as well as the method of using a minicomputer as an 
assistant, will be covered. Participants will review the 
entire health quality measurement procedure from the 
standpoint of the physician, the nurse, and the patient. 
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Tuesday, June 25—9 AM-12 noon 


Course: Clinical Interpretation of Multipanel Laboratory Data 
Directors: KENNETH A. SCHNEIDER, MD, and EDWARD J. 
FITZSIMONS, PHD, Chicago 


This workshop will be devoted to analysis of laboratory' 
data in three classes of patients: (1) well patients (or 
check-ups), (2) symptomatically ill patients, and (3) 
clinically ill patients. 


Wednesday, June 26—9 AM-12 noon 


Course: Control of Hospital Associated Infections 
Director: JAMES B. HAMMOND, MD, Aberdeen Proving 
Grounds, Md 


General principles and goals of an infections control pro- 
gram, problems arising from the use of isolation tech- 
niques, inhalation therapy, intravenous therapy, dialysis, 
and chemotherapeuties, and problems arising from the 
environment, will be stressed. Consideration of teaching 
infection control, and the responsibilities of the Infection 
Control Committee will be included. 


General Sessions 


Sunday, June 23—2 PM 
McCormick Place, Room A 


Presented in cooperation with the American Venereal Dis- 
ease Association 


Updating V.D. Information 


(Topics and Faculty to be announced) 


Monday, June 24—9 AM 
McCormick Place, Room A 


Pemphigus: 107 Patients Treated With 

Corticosteroids Over 20 Years 

FREDERICK ROSENBERG, MD, and SAUL SANDERS, MD, Lake- 
wood, Calif 


Cicatricial Pemphigoid (Benign Pemphigoid, Brunsting 

Perry Type) New Immunofluorescent Studies 

BENO MicHEL, MD, S. F. BEAN, MD, T. CHORZELSKI, MD, 
and C. E. FIDELE, MD, Cleveland 


Bullous Pemphigoid and Associated Systemic Malignancies 
ARNOLD SCHROETER, MD, and STEPHEN STONE, MD, Roch- 
ester, Minn 


Herpes Gestationis: New Immunologic Findings 
LAWRENCE L. BUSHKELL, MD, ROBERT E. JORDAN, MD, 
and RoBERT W. GoLTZ, MD Minneapolis 


Cutaneous Manifestations of Immunosuppression 
FRANK C. KoRANDA, MD, EvA M. DEHMEL, MD, GUINTER 
KAHN, MD, and ISRAEL PENN, MD, Denver 


Cutaneous Protothecosis in an Immunosuppressed Patient 


IRVING D. WoLFE, MD, HENRY G. Sacks, MD, CHARLES S. 
SAMORODIN, MD, and HanRY M. RoBINSON, MD, Baltimore 
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Atopic Disease and Serum Immunoglobulin E 

_ HENRY E. JoNES, MD, Joyce C. INOUYE, MD, JOSEPH L. 
McGzniTY, MD, and CHARLES W. LEWIS, MD, Ann Arbor, 
Mich 


The Upper and General Epidermal Cytoplasmic 
Immunofluorescent Patterns 
THOMAS K. BURNHAM, MD, Detroit 


. Lipoid Proteinosis 
R. S. Totz, MD, S. A. MULLER, MD, and H. GORDON, MD, 
Rochester, Minn 


Monday, June 24—2 PM 
McCormick Place, Room A 


The Histopathology of Clinically Normal Skin in 

Patients With Lepromatous Leprosy 

BERNARD GOTTLIEB, MD, NoRMAN E. LEVAN, MD, and T. H. 
REA, MD, Los Angeles 


Serological Study of Patients With Warts and 

Spontaneous Regression of Warts 

FRANKLIN Pass, MD, and MICHIHITO NimmuRA, MD, Min- 
neapolis 


Chloracne—A New Cause 
JAMES S. TAYLOR, MD, RICHARD C. WuTrHRICH, MD, and 
KENNETH M. Lrovp, MD, Cleveland 


Treatment of Acne Vulgaris With 

Topical Erythromycin and Tretinoin 

Otto H. MiLLs, JR, MD, and ALBERT M. KLIGMAN, MD, 
Philadelphía 


Erythroplasia of Queyrat: 
Treatment With Topical 5-Fluorouracil 
DETLEF K. GoETTE, MD, Washington, DC 


Topical 5-Fluorouracil on Normal Skin, Precancerous Skin, 
and Basal Cell Carcinomas 

A. S. ZELICKSON, MD, L. W. WEIss, MD, and J. H. MOTTAZ, 
MD, Minneapolis 


Studies on Toxins Present in White Catfish 
JOSEPH W. BURNETT, MD, and Gary J. CALTON, MD, Balti- 
more 


Miconazole Treatment for Severe Dermatophytoses 
STEPHEN H. MANDY, MD, and THoMas C. GannorT, MD, 
Miami, Fla 


Malodorous Feet—Microbiology and Management 
JAMES M. BARRETT, MD, JULIE YANG, MD, and G. W. 
HAMBRICK, JR., MD, Baltimore 


22 Years' Experience in the Management of Acne Vulgaris 


With Antibiotics 
FREDERIC T. BECKER, MD, Duluth, Minn 
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Tuesday, June 25—9 AM 
McCormick Place, Room A 
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Cutaneous Periarteritis Nodosa f 
JOSE L. DIAZ-PEREZ, MD, and R. K. WINKELMAN, MD, 
Rochester, Minn 


Sea Blue Histiocytes in Mycosis Fungoides 
BERNARD ROBINOWITZ, MD, HENRY H. ROENIGK, MD, and 
MARJORIE SMITH, MD, Cleveland 


Erythema Nodosum Leprosum in a Large General Hospital 
THOMAS H. REA, MD, and N. E. LEVAN, MD, Los Angeles 


Acrodermatitis Enteropathica: Abnormalities of 

Fat Metabolism and Integumental Ultrastructures 

Roy GINSBURG, MD, ABEL ROBERTSON, MD, and BENO 
MICHEL, MD, Rochester, NY 


New Findings on False-Positive FTA-ABS Tests 
in Lupus Erythematosus 
RONALD SHORE, MD, Philadelphia 


infantile LE-Like Disorder 
KEYOUMARS SOLTANI, MD, L. J. PACERNICK, MD, and A. L. 
LORINCZ, MD, Chicago 


Anetoderma 
BURTON A. Moore, MD, and RICHARD W. WINKELMAN, 
MD, Rochester, Minn 


The “Toasted Skin” Syndrome (Erythema ab Igne) 

in Black Skin 

G. ROLLAND FINLAYSON, MD, RoBERT L. HANDWERGER, MD, 
and GEORGE W. HAMBRICK, JR., MD, Baltimore 


Unilateral Nevoid Telangiectatic Syndrome 
ROBERT ANDERTON, MD, and J. GRAHAM SMITH, MD, Au- 
gusta, Ga 


Congenital Erythropoietic Porphyria: 

A Report of Two New Cases 

GEORGE S. STRETCHER, MD, and DONALD C. ABELE, MD, 
Augusta, Ga 


Tuesday, June 25—2 PM 
McCormick Place, Room L 


Joint meeting with the Sections on Allergy and Pedi- 
atrics 


Symposium on the Treatment of Eczema 


Participants: 
Dermatologist: NANcY B. ESTERLY, MD, Chicago 
Allergist: ALEX S. FRIEDLAENDER, MD, Southfield, 
Mich 
Pediatrician: G. JAMES FRUTHALER, MD, New Orleans 
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AMA ANNUAL CONVENTION 
JUNE 22-26, 1974 
CHICAGO, McCORMICK PLACE 


e Scientific Sessions including Hypertension/Management of 
Obesity/A Practitioner's Approach to Angina— 1974 


e Postgraduate Courses including Cardiopulmonary 
Resuscitation/Total Parenteral Nutrition/Workshop on 
Human Sexuality/American Society of Clinical Pathologists: 
special courses for non-pathologists 


e Fireside Forums—return of a popular evening session 
in a new "meet the professor" format 


e Scientific Exhibits including Clinical Pathologic 
Conferences/Live Teaching Clinic/Fresh Tissue Pathology 


M e Film Symposia including a 2-day session on techniques 
a T N of producing a medical motion picture in your hospital 


a pr NS d y 5 e Charter flights are being planned from Los Angeles, 
g San Francisco and Dallas. 

































Special Postgraduate Courses 


*Diagnostic Problems in Gynecologic Pathology/Saturday, June 24/9 a.m.-Noon (3 hour course: $40) 
See Footnote (Number 32) 


*Morphology of Smears and Bone Marrow Sections/Sunday, June 23/9 a.m.-Noon (3 hour course: 
$40) See Footnote (Number 33) 


*Quality Control of Laboratory Procedures in the Physician's Office/Sunday, June 23/9 a.m.- 
Noon (3 hour course: $40) See Footnote (Number 34) 


*Health Quality Measurement, Medical Communications Systems, The Minicomputer and You/Monday, 
June 24/9 a.m.-Noon (3 hour course: $40) See Footnote (Number 35) 


*Dermatopathotogy -- Pigmented Lesions of the Skin/Monday, June 24/9 a.m.-Noon (3 hour course: 
$40) See Footnote (Number 36) 


*Clinical Interpretation of Multipanel Laboratory Data/Tuesday, June 25/9 a.m.-Noon (3 hour course: 
$40) See Footnote (Number 37) 


*Control of Hospital Associated Infections/Wednesday, June 26/9 a.m.-Noon (3 hour course: $40) 
See Footnote (Number 38) 


**Radiology of the Skeletal System/Sunday-Tuesday, June 23-25 (One 3 day course: AMA or ACR 
members and all residents -- $200; non-members of AMA or ACR -- $240) To be held at the 
Sheraton-Chicago/See Footnote (Number 39) 


*Half-day "dry laboratory" courses modified to meet needs of non-pathologist office practitioner; co-sponsored 
by American Society of Clinical Pathologists (ASCP) and American Medical Association (AMA). For registration 
information, write directly to: AMA-ASCP Workshop Registration, American Society of Clinical Pathologists, 
2100 W. Harrison St., Chicago, IL 60612. These courses only will be held in the ASCP Educational Center's 
Auditorium and transportation will be provided. 

**One 3 day course co-sponsored by the American College of Radiology (ACR) and the American Medical Associ- 

ation (AMA). For registration information, write directly to: AMA-ACR Course No. 39, American College of 
Radiology, 6900 Wisconsin Ave., Chevy Chase, MD 20015. The courses will be held in the Sheraton-Chicago 


Hotel, Chicago. See following page for registration 
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American Medical Association 





123rd AMA Annual Convention 
June 22-26, 1974/Chicago/McCormick Place 


Advance Registration 
Please return to: 


General Registration e X 

— — AMA members and their guest$: no*fee 

— — .Non-member physicians: $25 

— — Guests of non-members: $5 

— . Medical students, interns and residents: no fee 


Please print 


Name me EON 
(each physician must register in his own name) 


Office Address 
City/State/Zip 


This form must be returned before May 24, 1974. Your Advance Registration 


Card and tickets will be sent to you on June 6. unless you request an earlier 


Circulation and Records Department 


535 North Dearborn Street 
Chicago, Illinois 60610 


mailing date (If you have not received your Postgraduate Course tickets by Fri- 
day, June 21, stop at the special Course Registration Desk in McCormick Place 
If the course(s) of your choice has been filled, your check will be returned im- 
mediately after the convention. Courses not filled by May 24 will be open for 
registration during the convention.) 





Postgraduate Course Registration 


Here are the dates and fees for the postgraduate courses. Using 
the corresponding number beside each course, indicate by num- 
ber your choices for each day, in order of preference, in the 
space provided below the listing. Please try to avoid choices 
which conflict with each other in dates and times. If minimum 
course registration is not attained for your 1st choice, or if the 


course is full, one of your alternate choices will be substituted. 
Take into consideration that the American College of Radiology 
course and the courses sponsored by the American Society of 
Clinical Pathologists are being offered at times which conflict 
with some of the courses. Note: All medical students, interns 
and residents are entitled to a 50% discount on registration 
fees, excluding ACR and ASCP courses. 





Saturday, June 22/9 a.m.-5 p.m. (6 hour course: $40) 
Acid-Base, Fluid and Electrolyte Balance 
Gynecologic Endoscopy (for physicians with major 
practice in Gynecology) 
Life-Saving Measures for the Critically Injured 
Management of Acute Respiratory Failure 
Management of Hypertension 
. Ophthalmoscopy for the Non-Ophthalmologist 

The Physician in Mid-Career 
. Prosthetics and Prosthetics Users 


Saturday, June 22 (Numbers 1-8) 
lst choices. | 
2nd choices. |. — 
3rd choicest |. — 


o -40oo0&Q N= 





Sunday, June 23/9 a.m.-5 p.m. (6 hour course: $40) 
9. Acid-Base, Fluid and Electrolyte Balance 
Chronic Obstructive Lung Disease 
Clinical Occupational Medicine for Community Physicians 
. Dermatological Surgery for the Dermatologist 
(for physicians with major practice in Dermatology) 
(For this #12 course only... $50) | 
Diagnosis and Management of Common Renal Diseases 
Drugs in the Emergency Room ! 
. Office Urology for the Non-Urologist 
. Practical Aspects of Diagnosis and Treatment of Hepatitis 
Total Parenteral Nutrition 
. Workshop on Human Sexuality — Opportunity for Attitude 
Self-Assessment 
Courses * 19 & 20 only - 2-5 p.m (3 hour course $20) 
Care of the Patient in the Perioperative Period. Anesthesia 
Radiology of the Chest 


Sunday, June 23 (Numbers 9-20) 
1st choice #_ | — 

2nd choices — — 

3rd choices —. — 





Monday-Wednesday, June 24-26/7:30-9 a.m. 

(42 hour 3-day course: $30) 

21. Changing Dimensions in Venereal Disease 

. The Child in the Emergency Room 

. Dermatology for Non-Dermatologists 

. Office and Hospital Management of Anorectal Disease 
. Otolaryngology in Family Practice 

. Sports Medicine and Athletic Injuries 


Monday-Wednesday, June 24-26 (Numbers 21-26) 
1st choice .— — 
2nd choice #___ 
3rd choice #— 


(Detach and return this form) 
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In accordance with AMA Bylaws, | hold active membership in 
the AMA, and | wish to vote in the Scientific Section | have 
checked: 


01 DJ Allergy 25 O Neurology 
02 O Anesthesiology 13 O Obstetrics 
26 O Cardiovascular Diseases and Gynecology 
05 O Clinical Pharmacology 14 O Ophthalmology 
and Therapeutics 15 O Orthopedic Surgery 
20 LJ Colon and Rectal Surgery 100 Otorhinolaryngology 
03 O Dermatology 16 O Pathology 
04 O Diseases of the Chest 17 O Pediatrics 
07 O Family and General 18 O Physical Medicine 
Practice and Rehabilitation 
11 O Federal and Military 27 L] Plastic and 
Medicine Reconstructive Surgery 
06 O Gastroenterology 19 O Preventive Medicine 
08 O General Surgery 12 O Psychiatry 
09 O Internal Medicine 21 O Radiology 
24 O Neurological Surgery 22 O Urology 


! am a member of the AMA though the following State Medical 
Association or government service. .— SSS 





Special Courses 


Basic Life Support—Cardiopulmonary Resuscitation 

8 a.m.-12:30 p.m. (4'2 hour course: $50) 

Same course offered 4 different days 

27. Saturday, June 22 29. Monday, June 24 
28. Sunday, June 23 30. Tuesday, June 25 


Advanced Life Support—Cardiopulmonary Resuscitation 
(Prerequisite: Basic Life Support) 
31. Wednesday, June 26/9 a.m.-5 p.m. (6 hour course: $65) 


Special Courses 
Basic Life Support—Cardiopulmonary Resuscitation 
(Numbers 27-30) 


1st choice # 3rd choice # 

2nd choice # 4th choice # 

Advanced Life Support—Cardiopulmonary Resuscitation 
(Number 31) 


Wednesday, June 26 





My remittance of $ is enclosed. 
(Make check payable to American Medical Association.) 
Check must accompany registration. 
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tFThe steroid in LIDEX Ointment 
is always 10076 dissolved. 


INDICATIONS: LIDEX® (fluocinonide) Cream and Ointment 
are intended for the relief of inflammatory manifestations of 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated 
in vaccinia and varicella. 

Topical steroids are contraindicated in those patients with 
a history of hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: If irritation develops, the cream or ointment 
should be discontinued and appropriate therapy instituted. 
In the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If a 
favorable response does not occur promptly, the cortico- 
steroid cream or ointment should be discontinued until the 
infection has been adequately controlled. If extensive areas 
are treated, the possibility exists of increased systemic ab- 


LIDEX" 
[fluocinonide] 
Ointment 
0.05% 


FOR TOPICAL USE ONLY 


CAUTION: Federal law 
protvibits despen 


'»» 
without prescription 


SYNTES LABORATORIES IC 
Fu 0 Ces Ww 


sorption and suitable precautions should be taken. 

Although topical steroids have not been reported to have an 
adverse effect on pregnancy, the safety of their use in preg- 
nant females has not absolutely been established. Therefore, 
they should not be used extensively on pregnant patients, in 
large amounts or for prolonged periods of time. 

LIDEX® (fluocinonide) Cream and Ointment are not for oph- 
thalmic use. 

ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burning, 
itching, irritation, dryness, secondary infection, folliculitis, 
acneform eruptions, hypopigmentation, striae, skin atrophy. 
HOW SUPPLIED: LIDEX 0.0596 Cream — 15 g., 30 g. and 60 g. 
tubes. LIDEX 0.0596 Ointment — 15 g., 30 g. and 60 g. tubes. 


SYN | EX SYNTEX LABORATORIES, INC 
PALO ALTO, CALIFORNIA 94304 





| hate it 
but | 





LOVE IT! 


The color isn’t especially elegant and the odor isn’t particularly fragrant, 
BUT “Golden Lather” ZETAR SHAMPOO leaves my scalp 


remarkably free of. scale, debris and oil-my hair uniquely clean, 


smooth, shining and silky. 


I LOVE IT! 





[Indicated in: 
Seborrheic- 
dermatitis 
Psoriasis , 


Dandruff | p | 1 


Provides the TOTAL Therapeutic effect 
which only chemically standardized 
Whole Crude Coal Tar (ZETAR) assures. 
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composition: Zetar (Standardized @blloidal Whole Coal Tar) 1%, Parachlorometaxylénol 1570. 
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"The steroid in LIDEX Cream is- 
always 100% dissolved. 


INDICATIONS: LIDEX® (fluocinonide) Cream and Ointment 
are intended for the relief of inflammatory manifestations of 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated 
in vaccinia and varicella. 

Topical steroids are contraindicated in those patients with 
a history of hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: If irritation develops, the cream or ointment 
should be discontinued and appropriate therapy instituted. 
In the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. lf a 
favorable response does not occur promptly, the cortico- 
steroid cream or ointment should be discontinued until the 


infection has been adequately controlled. If extensive areas 
ara traatad the nossihilitv exists af increased svstemic ab- 

















sorption and suitable precautions should be taken. 
Although topical steroids have not been reported to have ar 
adverse effect on pregnancy, the safety of their use in preg 
nant females has not absolutely been established. Therefore 
they should not be used extensively on pregnant patients, ir 
large amounts or for prolonged periods of time. 

LIDEX® (fluocinonide) Cream and Ointment are not for oph 
thalmic use. 

ADVERSE REACTIONS: The following local adverse reaction: 
have been reported with topical corticosteroids: burning 
itching, irritation, dryness, secondary infection, folliculitis 
acneform eruptions, hypopigmentation, striae, skin atrophy 
HOW SUPPLIED: LIDEX 0.05% Cream — 15 g., 30 g. and 60g 
tubes. LIDEX 0.0596 Ointment — 15 g., 30 g. and 60 g. tubes. 
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dl 
under- | 
lying 
cause 
of some 
conditions that 
start as "dryskin" 





Among its other functions, vitamin A 
is important in maintenance of epi- 
thelial structures^? and deficiency of 
this vitamin may cause certain skin 
conditions that begin with dryness, 
roughness, and itching of the skin of 
the whole body. Lesions may begin 
on the thighs and upper forearms 
and spread! “Histologic examination 
shows hyperplasia and hyperkera- 
tinization of the related epithelium 
around the hair follicles, together with 
metaplastic changes of the sweat 
ducts and degeneration of the glands, 
accounting for the dryness of the 
skin: As might be expected, such 
skin lesions associated with vitamin 
A deficiency will respond to therapy 
with this vitamin? ° 


"When given 50,000 units of absorb- 
able vitamin A per day, the patient's 
skin becomes soft and moist in 2 
weeks...exfoliation of the papules and 
extrusion of the hyperkeratotic plugs 
occurs occasionally in a month, and 
a cure is complete in 2 or 3 months." 


Long-term administration of massive 
doses, however, must be warned 
against since this is potentially toxic? 


When hyperkeratotic skin conditions, 
eczemas, and excessively dry skin 
are due to vitamin A deficiency, 
AQUASOL A provides vitamin A, wa- 
ter solubilized by a special process* 
to afford better absorption and utiliza- 
tion than oily vitamin preparations. 
AQUASOL A is especially valuable 
in patients in whom the absorption or 
utilization of fats and fat-soluble vita- 
mins may be impaired. 


1. Goodhart. R.S., in Modern Nutrition in Health and 
Disease (Wohl, M.G. and Goodhart, R.S., eds.), ed. 4, 
Philadelphia, Lea & Febiger. 1968. pp. 222-223 


2. Council on Foods and Nutrition: Roels, O. A.: JAMA 
214:1097, 1970 


3. Krehl, W. A., in Modern Nutrition in Health and Dis- 
ease (Wohl, M. G. and Goodhart, R. S., eds), ed. 4, 
Philadelphia, Lea & Febiger, 1968, p. 964 


*Oil-soluble vitamin A water solubilized with sorethytan 
oleate; covered by U.S. Patent No. 2,417,299. 


Aquasol A 


(water-miscible vitamin A) 





PHARMACEUTICALS 


USV PHARMACEUTICAL CORP 
Tuckahoe, N.Y. 10707 


AQUASOL* A CAPSULES 
(water-miscible vitamin A) 

25,000 I.U. (7.5 mg.) 

50,000 |.U. (15 mg.) 


Indication: Vitamin A deficiency. Contrain- 
dications: Hypervitaminosis A, hypersen- 
sitivity. Warnings: Avoid overdosage. Safety 
of amounts exceeding 6,000 I.U. daily dur- 
ing pregnancy has not been established. In 
reproduction studies of several animal spe- 
cies, fetal abnormalities have -been dem- 
onstrated following overdosage. Precau- 
tions: Prolonged use-of more than 25,000 
I.U. daily should be carefully supervised. 
Women on oral contraceptives have shown 
a significant increase in plasma vitamin A 
levels. Adverse Reactions: Usually associ- 
ated with overdosage (Hypervitaminosis A 
syndrome) —fatigue, malaise, lethargy, ab- 
dominal discomfort, anorexia, vomiting; 
slow growth, hard tender cortical thickening 
over radius and tibia, migratory arthralgia, 
premature closure of epiphysis; fissures of 
lips, drying and cracking of skin, alopecia, 
scaling, massive desquamation, increased 
pigmentation; hypomenorrhea, hepato- 
splenomegaly, jaundice, leukopenia, vita- 
min A plasma level in-excess of 1200 I.U / 
100 cc. See PDR for dosage and other 
prescribing information. How Supplied: 
50,000 |.U./capsule, bottles of 100 and 
500; 25,000 !.U./capsule, bottles of 100. 
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Manifestations | 
and Management  , 
of Urticaria 


Manifestations of urticaria: 


whealing, pruritus, edema. 


“Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 

as the result of whealing. That this is not the 
case 1s, however, shown in the exceptional 





The pathogenic 


cases of typical hives without itching.” mechanism. 
erence: |, Sulzberger, M.B., Wolf, J., and Witten, V.H.: Dermatology, Diagnosis and 
Teron ed. : fe a t i ac Sieh bet er p. n* aA Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 
Typical urticarial skin eruptions showing M,— intact mast cell 
sharply demarcated, elevated wheals. In this case, E — erythrocyte 
wheals are surrounded by erythema. N — nucleus of endothelial cell of capillary 





Management of urticaria. 

Obviously, identifying the etiologic factor — and eliminating it — is the most satisfactory 
approach to its prevention. However, the search for a causative agent can prove lengthy or à 
unproductive. Immediate symptomatic treatment should be considered. 

Administration of an antihistamine is often satisfactory, except for acute episodes with < 


laryngeal edema in which epinephrine may be required. Overheating or hot baths tend to 
increase pruritus; cool colloidal baths tend to be soothing. Sedatives may prove helpful. 


PS OEE SIT RS TET} EE 


Contraindications: Should not be used in newborn or premature infants; nursing mothers (if the drug is 
deemed essential, the patient should stop nursing); elderly, debilitated patients; patients hypersensitive to 
cy proheptadine and drugs of similar chemical structure; patients being treated with MAO inhibitors (see 
Drug Interactions); and those with angle-closure glaucoma, stenosing peptic ulcer, symptomatic prostatic ‘ 
hypertrophy, bladder neck obstruction, pyloroduodenal obstruction. Do not use to treat lower respiratory 
tract symptoms including asthma. 
Warnings: Overdosage of antihistamines, particularly in infants and children, may produce hallucinations, 
central nervous system depression, convulsions, and death. 
Antihistamines may diminish mental alertness; conversely, particularly in the young child, they may 
occasionally produce excitation. Patients should be warned about engaging in activities requiring alertness 
~ and motor coordination, such as driving a car or operating machinery. Antihistamines may have additive 
effects with alcohol and other CNS depressants, e.g., hypnotics, sedatives, tranquilizers, antianxiety 
agents. In pregnancy or in women of childbearing potential, weigh anticipated benefit against possible 
hazards to the embryo or fetus. 
Precautions: Because of its atropine-like action, use with caution in patients with a history of bronchial 
asthma or with increased intraocular pressure, hyperthyroidism, cardiovascular disease, or hypertension. 
Rarely, prolonged therapy with antihistamines may cause blood dyscrasias. 
Adverse Reactions: Most frequent—sedation and sleepiness (often transient); dryness of mouth, nose, 
and throat; thickening of bronchial secretions; dizziness; epigastric distress; disturbed coordination. 
Others that may occur—fatigue, confusion, restlessness, excitation, nervousness, hallucinations, insomnia, 
euphoria, anorexia, nausea, vomiting, diarrhea, constipation, faintness, hypotension, tightness of chest and 
wheezing, urticaria, allergic manifestations of rash and edema, anaphylactic shock, blurred vision, 
diplopia, vertigo, tinnitus, headache, palpitation, tachycardia, nasal stuffiness, urinary frequency, difficult 
urination, urinary retention, photosensitivity, hemolytic anemia, leukopenia, agranulocytosis. 
Drug Interactions: MAO inhibitors prolong and intensify the anticholinergic effects of antihistamines. 
Management of Overdosage: Reactions may vary from central nervous system depression to stimulation, 
especially in children. Atropine-like signs and symptoms (dry mouth; fixed, dilated pupils; flushing, etc.) as 
well as gastrointestinal symptoms may occur. 
If vomiting has not occurred spontaneously, it should be induced. This is best done by having patient drink a 
glass of water after which he should be made to gag. Precautions against aspiration must be taken especially 
in infants and children. Zf patient is unable to vomit, gastric lavage is indicated. Isotonic or 2 isotonic saline is 
; the lavage of choice. Saline catbartics, as milk of magnesia, are valuable for their action in rapid dilution of 
r bowel content. 
Stimulants should not be used. Levarterenol bitartrate USP may be used for hypotension: 1 ml of 0.2% 
solution (0.1% base) in 250 ml of diluent. Drip at 0.5 ml/min. to give 2 micrograms (base)/min. 
intravenously, 2 micrograms/M2?/min. intravenously. Titrate dose with blood pressure. (CAUTION: 
Slough results from extravascular leakage. Treat extravasated area quickly; infiltrate phentolamine 
(mesylate USP; hydrochloride NF) 5-10 mg in 15 ml of saline solution. Check the most recent package 
circular of the manufacturer of levarterenol and phentolamine for details concerning contraindications, 
warnings, precautions, and adverse reactions. ] 
How Supplied: Tablets containing 4 mg cyproheptadine HCI each, in bottles of 100; Syrup, containing 
2 mg cyproheptadine HCI per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as preservative, in bottles 
of 473 ml. 
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a 
For more detailed information, consult your MSD representative or see full Prescribing STAR 
Information. Merck Sharp & Dohme, Division of Merck & Co., INC. , West Point, Pa. 19486. ANTS 





for mild uncomplicated 
allergic skin manifestations of urticaria — 


PERIACTIN 


| (Cyproheptadine HC1| MSD) 


Tablets,4mg Syrup, 2 mg/5 ml 603 
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R OINTMENT 
Regular Potency 
0.1% 


of potencies 
range of probiems... 


Aristocort 


Triamcinolone Acetonide 
Match the potency to the need... = 


- Free of common sensitizers —no 
parabens or phenol preservatives 
in the creams; no lanolin 


in the ointments. 
O Economical. 


© Fluorinated for topical 


effectiveness. 


Indications: For relief of inflammatory 
manifestations of corticosteroid- 
responsive dermatoses. 
Contraindications: Viral skin diseases, 
such as varicella and vaccinia; hyper- 
sensitivity to any component (not for 
ophthalmic use); when circulation is 
markedly impaired. 

Warnings: Safety of use in pregnancy 
has not been absolutely established. Do 
not use extensively, in large amounts, 
or for prolonged periods of time in 
pregnant patients. 

Precautions: If irritation develops, dis- 
continue use and institute appropriate 
therapy. In infections, use appropriate 
antifungal or antibacterial agents; if a 
favorable response does not occur 
promptly, discontinue the corticosteroid 
until the infection is adequately con- 
trolled. If extensive areas are treated or 
the occlusive technique is used, in- 
creased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions. 

Adverse Reactions: (local) Burning 
sensations, itching, irritation, dryness, 


LP CREAM 
Low Potency 
0.025% 


CAE GLAS Cen 
Wem qrcatunis 
Greenery imr 
armes: rme 


folliculitis, secondary infection, skin 
atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. 
Supplied: Cream 0.596 —Per Gm.: 
triamcinolone acetonide 5 mg., sorbic 
acid 0.1% and potassium sorbate 0.1% 
as preservatives; Cream 0.1% —Per 
Gm.: triamcinolone acetonide 1 mg., 
sorbic acid 0.1% and potassium sor- 
bate 0.1% as preservatives; Cream 
0.025% —Per Gm.: triamcinolone ace- 
tonide 0.25 mg., sorbic acid 0.1% 

and potassium sorbate 0.1% as pre- 
servatives; all potencies are in a water 
base of mono and diglycerides, squa- 
lane, polysorbate 80 USP, polysorbate 
60, spermaceti USP, stearyl alcohol 
USP, and sorbitol solution USP. Oint- 
ment 0.596 —Per Gm.: triamcinolone 
acetonide 5 mg.; inactive ingredient: 
white petrolatum; Ointment 0.1% —Per 
Gm.: triamcinolone acetonide 1 mg.; 
inactive ingredient: white petrolatum. 


EZZ | EDERLE LABORATORIES 


A Division of American Cyanamid Co. 
Pearl River, New York 10965 


821-4 
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Alpha Keri therapeutic bath oil has a proven ability 
to hold in moisture which has been 
adsorbed during a bath. The special formula disperses 
evenly throughout the water and a 
microfine, nongreasy film is uniformly desposited upon 
the skin to help relieve itching and 
dryness. The special emollients which cling to the skin 
lubricate and soften irritated areas 
as well as supplement the action of natural skin lipids. 
Alpha Keri cleanses and protects the skin 
without the need for harsh soaps. Available in 4, 8, and 
16 fl. oz. shatterproof plastic bottles. 
For dry, scaly, itchy skin. 
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Adapted from Botticelli’s Westwood Pharmaceuticals Inc., 
Birth of Venus. Buffalo, New York 14213 


To help stop the aggravation 
of moist lesions*.... 


FX IA 


(flurandrenolide) 
Cream FIRST: 


Cordran Cream, Half Strength, is one of 
the most economical topical corticoster- 
oids available for maintenance 

therapy of widespread or chronic 
lesions. Its anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions 
help control itching, burning, and pain. 
Patients rub a small quantity of the 
cream into the affected area two or three 
times daily. | 


The cream has a specially formulated 
base that provides penetrating action. 
It leaves a smooth, pleasant-feeling film 
on the skin. Since it is nonwaxy, there 
is no heavy residue. 


For control in acute dermatoses... 
use full-strength Cordran Cream. 


Contraindications: Topical corticoster- 
oids are contraindicated in vaccinia 
and varicella and in patients with a 
history of hypersensitivity to any of their 
components. 


*Responsive to topical corticosteroids. 


t/n the presence of an infection, an 
appropriate antifungal or antibacterial 
agent should be used. 


See next page for prescribing information. 


 Cordran Cream 
: * (flurandrenolide) 
If a dermatosis will respond to a topical corticosteroid, — 
it should respond to Cordran 
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If a de 


atosis will respond to a topical 


corticosteroid, it should respond to Cordran? 


Description: Cordran? (flurandrenolide, Dista) 
is a potent corticosteroid intended for topical 
use. The chemical formula of Cordran is 6a- 
fluoro-16a-hydroxyhydrocortisone 16, 17-ace- 


- w tonide. 


e 


K 


€. 


g. (0.05 percent) or 0.25 mg. (0.025 percent) 

urandrenolide in a base composed of stearic 
acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, efylparaben, glycerin, and purified 
water. 

Each Gm. of Ointment Cordran contains 
0.5 mg. (0.05 percent) or 0.25 mg. (0.025 per- 
cent) flurandrenolide in a base composed of 
white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. 
(0.05 percent) flurandrenolide in an oil-in- 
water emulsion base composed of glycerin, 
cetyl alcohol, stearic acid, glyceryl monostea- 
rate, mineral oil, polyoxyl 40 stearate, menthol, 
benzyl alcohol, and purified water. 

Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the vehicle of 
Lotion Cordran produces a cooling effect 
which is often desirable in the treatment of 
acutely inflamed or weeping lesions. 
Indications: For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Cordran, Half Strength, 0.025 percent, is 
recommended for economical maintenance 
therapy of widespread or chronic lesions. For 
initial therapy, full-strength (0.05 percent) 
preparations of Cream, Ointment, or Lotion 
Cordran may be preferred. 

The lotion form is especially advantageous 
in the treatment of acutely inflamed lesions. 
For ease of application and for cosmetic rea- 
sons, the lotion is also preferred for dermatitis 
of the scalp, eyelid, ear, and intertriginous 
areas. 

Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and 
in patients with a history of hypersensitivity to 
any of their components. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection, an appropri- 
ate antifungal or antibacterial agent should be 
used. If a favorable response does not occur 
promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately 
controlled. 

If extensive areas are treated or if the oc- 
clusive technique is used,there is a possibility 
of increased systemic absorption of the corti- 
costeroid, and suitable precautions should be 
taken. 

Although topical corticosteroids have not 
been reported to have an adverse effect on 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. 
Therefore, they should not be used exten- 
sively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 
Adverse Reactions: The following local ad- 
verse reactions have been reported with top- 
ical corticosteroid formulations: 


Each Gm. of Cream Cordran contains 0.5 
b 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently 
with occlusive dressings: 

Maceration of the skin Skin atrophy 

Miliaria Striae 

Secondary infection 
Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should 
be rubbed gently into the affected areas two 
or three times a day. For dry, scaly lesions, the 
ointment is applied as a thin film to affected 
areas two or three times daily. 
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(flurandrenolide) 


Use with Occlusive Dressings 
The technique of occlusive dressings (for 
management of psoriasis and other persistent 
dermatoses) is as follows: 


1. Remove as much as possible of the super- 
ficial scaling before applying Cordran. Soak- 
ing in a bath will help softens the scales and 
permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected 
areas. 

3. Cover with an occlusive plastic film, such 
as polyethylene, Saran Wrap™, or Handi- 
Wrap®. (When Cordran cream or lotion is used, 
added moisture may be provided by placing a 
slightly dampened cloth or gauze over the le- 
sion before the plastic film is applied.) 

4. Seal the edges to adjacent normal skin 
with tape or hold in place by a gauze wrapping. 

5. For convenience, the patient may remove 
the dressing during the day. The dressing 
should then be reapplied each night. 

6. For daytime therapy, the condition may 
be treated by rubbing Cordran sparingly into 
the affected areas. 

7.|n more resistant cases, leaving the 
dressing in place for three to four days at a 
time may result in a better response. 

8. Thin polyethylene gloves are suitable for 
treatment of the hands and fingers; plastic 
garment bags may be utilized for treating le- 
sions on the trunk or buttocks. A tight shower 
cap is useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Ad- 
vantages—1. Percutaneous penetration of the 
corticosteroid is enhanced. 

2. Medication is concentrated on the areas 
of skin where it is most needed. 

3. This method of administration frequently 
is more effective in very resistant dermatoses 
than is the conventional application of 
Cordran. 

Precautions to Be Observed in Therapy with 
Occlusive Dressings—Treatment should be 
continued for at least a few days after clearing 
of the lesions. If it is stopped too soon, a re- 
lapse may occur. Reinstitution of treatment 
frequently will cause remission. 

Because of the increased hazard of second- 
ary infection from resistant strains of staphy- 
lococci among hospitalized patients, it is 
Suggested that the use of occlusive plastic 
films for corticosteroid therapy in such cases 
be restricted. 

Generally, occlusive dressings should not 
be used on weeping, or exudative, lesions. 

When large areas of the body are covered, 
thermal homeostasis may be impaired. If ele- 
vation of body temperature occurs, use of the 
occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, fol- 
liculitis, or a sensitivity to either the particular 
dressing material or a combination of Cordran 
and the occlusive dressing. If miliaria or fol- 
liculitis occurs, use of the occlusive dressing 
should be discontinued. Treatment by inunc- 
tion with a corticosteroid such as Cordran may 
be continued. If the sensitivity is caused by 
the particular material of the dressing, substi- 
tution of a different material may be tried. 

Warnings—Some plastic films are readily 
flammable. Patients should be cautioned 
against the use of any such material. 

When plastic films are used on infants and 
children, the persons caring for the patients 
must be reminded of the danger of suffocation 
if the plastic material accidentally covers the 
face. 


How Supplied: Cream and Ointment Cordran® 
(Flurandrenolide, N.F.), 0.05 percent, in 7.5, 
15, and 60-Gm. tubes and in 225-Gm. jars. 
Cream and Ointment Cordran® (Flurandren- 
olide, N.F.), Half Strength, 0.025 percent, in 
30 and 60-Gm. tubes and in 225-Gm. jars. 
Lotion Cordran® (flurandrenolide, Dista), 
0.05 percent, in 15 and 60-ml. plastic bottles. 
400131 (011573A] 


Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 


Additional information available to the profession on request. 
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Rachelle Doxychel æ 
(doxycycline hyclate capsules) 
(doxycycline monohydrate for oral suspension) 
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EMULSIFICATION ALONE DUAL-DEGREASING IONIL 
leaves some skin oils behind. Commonly-used emulsified and dissolved the cholesterol 
emulsifier with water failed to dissolve cholesterol for thorough dual-degreasing action. 


d aldog sat 

ual-degreasing 
makes the 
difference 


lonil’ lonil T 


Nonionic/cationic dandruff shampoos 


lonax Scrub — 


Lemon scented abradant cleanser 


lonax Foam 


Oily skin cleanser 


~ tonil Contains: Salicylic acid 2% and benzalkonium chloride 0.2% in a blend of Owenethers™ (ethoxylates), alcohol 13% 
à A Owen Laboratories lonil T Contains: lonil and Owentar® (specially processed form of coal tar solution). lonax Scrub Contains: Polyethylen 
P. O. Box 34630 granules; Owenethers™ (ethoxylates); alcohol 12% and benzalkonium chloride 0.25% in a nonionic/cationic base. 
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_ Fig. I—Unprotected skin after 30 minimal erythemal Fig. 2—Skin protected with PreSun after 30 MEDs.* 
Ws ... doses (MEDs) of solar-stimulating radiation.* 
Ee. 
Tee TUM I hate PreSun demonstrates effectiveness. PreSun-protected skin closely resembles normal 
ot ee unirradiated skin. Without PreSun, extensive solar damage is easily visible. 
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PreSun with true PABA, 

not a less effective ester, 
provides maximum protection 
for sun-sensitives.' 


Clinical tests have shown that 
one application of PreSun was 
more effective than 3 applications 
of a leading competitive 
.. product which was tested.” It is 
a superior sun-screening agent 
-~ that allows a deep, dark, long- 
lasting tan without sunburn." 
. Evenin the presence of 
de profuse sweating PreSun 
retains its effectiveness because 
it diffuses deeper into the skin's taken at 48 hours after exposure and 


horny layer to provide a stained with H & E. PreSun was applied at 


nu : .- satu ..,the rate of 20 uL per sq. inch. The sites were 
protective reservoir i irrac iated 30 minutes post application. 


Provides a better 

way for sun-sensitives 
and sun-lovers to go 
out in the sun. 


Contains: 5% p-aminobenzoic acid 
(PABA), 55% ethyl alcohol, 
. special emollients. 


1. Willis I., Kligman, A.M.: Aminobenzoic 
Acid and Its Esters: The quest for more 


effective sunscreens, Arch. Derm. 108:405-417 
Oct. 1970. 


2. Davis, Charles, M., Garcia, Raymond, L.: 
PABA, A more effective sunscreen. 
Military Medicine, 138:6 June 1973. 


3. Langer, A., Kligman, A.M.: Tanning Without 
Sunburn With Aminobenzoic de ES 
Sunscreen. Arch. Derm. 106:539-363 Sept. 1972 


*The 30 MED's were administe:ed via the 
xenon solar simulator. The biopsies were 
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‘To effectively 

help control dandruff, 
remove excess oil 

and stop itching 


Helps contro 
dandruf!- | .. 
Fast relief of itching 
: aves 


e. 
hair manageaP! 


See page 1560 in your PDR. Contains: SEBULYTIC" brand of soapless cleansers 
and wetting agents; sulfur 2%; salicylic acid 2%. 


Westwood Pharmaceuticals Inc. Buffalo, New York 14213 
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Our skin—the human integument 
—covers us, defines us, protects 
us. But skin is subject to cuts, 
burns, abrasions. And infections. 
Neosporin Ointment fights 
infection by providing broad 
antibacterial action against sus- 
ceptible skin invaders. It contains 
antibiotics that are rarely used 
systemically, reducing the risk 

of sensitization. 
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! VoL i 55 uf. INDICATIONS: ET perapsutidillt ade as de add 'to'áppropriate systemic 
eas oe Fra p FE -therapy for topical infections, primary or secondary, due to susceptible | 
"42 7 orga ms, as in: * infected burns, skin grafts, surgical incisions, otitisexterna |. =~ 
| ; e * primary pyodermas (impetigo, ecthyma, sycosis vulgaris, paronychia) 
e secondarily infected dermatoses (eczema, herpes, and seborrheic dermatitis) 
- — — traumatic lesions, inflamed or süppurating as a result of bacterial infection. 


ss Prophylactically, the ointment may be used ) prevent bacterial con amination ` 1 
in burns, skin grafts, incisions, and other clean lesions. For abrasion pa and- a 
i | wounds accidentally lacu gis use may PA S deve ehlopmeie nfection and 
3 53 Ex . permit wound healing. - (UK 
CONTRAINDICATIONS: Not for veo doterna ear ca nal'if the eardrum is perforated. T 
This pet is contraindicated in those individuals ^c ap o pe eoa MS 
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r | Pe zal ^to any of et e components- 
: PRECAUTION: As with other antibiotic prepara ions, hoses esult in- E 
$ overgrowth of nonsusceptible organisms and [or fungi. App 'opriate mea etim e taken 
if this occurs. Articles in the current medical liteřature ind pat se in the prevalence 3 ds 
of persons allergic to neomycin. The possibility of such a reaction should be borne i in mind. 


omplete literature available on request from Professional Services pept. PML. ; s 
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h gram contains: Aerosporin® bran Sater B Sulfate f, 
E ‘000 units; zinc bacitracin 400 units; n rycin - sulfate 5 mg. 
- APOLYYAN B- BACITRACIN- NEOMYCIN) (equivalent to 3.5 mg. neomycin base); special white petrolatum 
q. s. n tubes of 1 oz. and 4 oz. and Ysa oz. (approx. ) foil packets. 
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Indications; Griseoful in is indicated » 
for the treatment of ringworm infec- - 
tions of the skin, Hair, and nails, namely: ~c 
Tinea corporis, Tinea pedis, Tinea 
cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (onychomycosis) when caused by 
one or more of the following genera of fungi: 
Trichophyton rubrum, L tonsurans, T. men- 
tagrophytes, | T. interdigitalis, T. verrucosum, 
T. megnini, T. gallinae, T. crateriform, T. sul- 
phureum, T, schoenleini, Microsporum 
 eudouini, M. canis, M. gypseum, Epidermo- 
-phyton floccosum. - 
NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. | ! b 
- The use of this drug is not justified in minor or 
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© trivial infections which will respond to topical 

^ agents alone. 

— Griseofulvin is not effective in the following: 
Bacterial infections, candidiasis (montliasight 

. histoplasmosis, actinomycosis, sporotricho- 

Sis, chromoblastomy€osis, coccidioidomyco- 


sis, North American blastomycosis, 
cryptococcosis (torulosis), 


Contraindicotigns: Thisdrug Beontra indicated 
in patients with! porphyria, hepatocellular fail- 


ure, and in individuals with a history of hyper: - 
. Sensitivity to griseofulvin. 25 
"Warnings: Prophylactic Usage—Safety and 


efficacy of griseofulvin for prophylaxis of 
fungal infections has not been established. 


Animal Toxicology—Chronic feeding of 
grisa fulvin, at levels ranging from 0.5-2.5% 
of the 
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liver tumors in "DS 
several strains of "7 
mice, particularly in 
males. Smaller particle  — 
sizes result in an enhanced 
effect. Lower oral dosage levels have 
not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseo- 
fulvin, once a week, during the first 
three weeks of life has also been re- 
ported to induce hepatomata in mice. 
Although studies in other anima! species 
have not yielded evidence of tumoro- 
genicity, these studies were not of adequate 
design to form a basis for conclusions in this 
regard. 
In subacute toxicity studies, orally adminis- 
tered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolismhave been reported ingriseofulvin- 
treated laboratory animal$, Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
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cholanthrene in cutaneous tumor induction in 
laboratory animals. 

Usage in Pregnancy—The safety of this drug 
during pregnancy has not been established. 
Animal Reproduction Studies—it has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on 
oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters 
of a few bitches treated with griseofulvin. Ad- 
ditional animal reproduction studies are in 
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ported to occur in rats, but investigation in 
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Precautions: Patients on prolonged therapy 


with any potent medication should be under 
close observation. Periodic monitoring of 
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In stubborn tineas — as, for example, in onychomycosis — GRISACTIN 500 [griseofulvin 
(microsize)] penetrates into the fungi-harboring keratin where a topical fungistatic cannot reach. 
Gradually, as this griseofulvin-impregnated band is propelled outward, the infected tissues are 
replaced with normal keratin...a clinical cure being considered complete when the replaced keratin 
is entirely rid of viable fungi. GRISACTIN 500 is a potent fungistatic agent with systemic action... 
microsized crystals afford an increased surface area for maximal gastrointestinal absorption. 
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of fingernail with inset showing Trichophyton (Purpureum) Rubrum. 
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When rare, serious reactions occur with riseo- 
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Manuscript Preparation and Submission “ 


Send manuscripts by first-class mail to the Chief Editor, John 
H. Epstein, MD, 450 Sutter St, Room 1306, San Francisco 94108. 
Manuscripts are received with the understanding that they are 
not under simultaneous consideration by another publication. Ac- 
cepted manuscripts become the permanent property of the Ar- 
CHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 

O All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

O Designate one author as correspondent and provide his address 
and telephone number. He will be notified by mail of the intended 
publication date approximately one month in advance. Order re- 
prints at the time the typescript is returned after editorial pro- 
cessing. Specify address to which requests for reprints should be 
sent. The corresponding author will receive 200 free tearsheet 
copies of the article. 

O Submit an original typescript and two high quality copies of 
the entire manuscript, including short communications such as let- 
ters to the editor, book reviews, announcements, etc. All copy (in- 
cluding references, legends, and tables) must be typed double- 
spaced on 22 x 28 em (8% x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

O Titles should be short, specific, and clear. They should not ex- 
ceed 75 characters, including punctuation and spaces. A subtitle is 
often useful to shorten the main title. Provide a brief "running 
title" on each manuscript page. The title page should include the 
full names and academic affiliations of all authors, the address to 
which requests for reprints should be sent, and, if the manuscript 
was presented at a meeting, the name of the organization, place, 
and date on which it was read. 

O The style of writing should conform to acceptable English us- 
age and syntax. Slang, medical jargon, obscure abbreviations, and 
abbreviated phrasing are to be avoided. 

O Manuscripts reporting the results of experimental investiga- 
tions on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the proce- 
dure(s) had been fully explained. 

O Authors whose "first" language is not English should arrange 
for their manuscripts to be written in idiomatic English prior to 
submission. 

O Provide an abstract (135-word maximum) of the article. 
The abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

_O List references in consecutive numerical order (not alphabet- 
ically). Once a reference is cited, all subsequent citations should be 
to the original number. All references must be cited in the text or 
tables. Unpublished data and personal communications should not 
be listed as references. References to journal articles should in- 
clude (1) author, (2) title, (3) journal name (as abbreviated in In- 
dex Medicus), (4) volume number, (5) inclusive page numbers, and 
(6) year, in that order. References to books should include (1) au- 
thor(s), (2) chapter title (if any), (3) editor (if any), (4) title of 
book, (5) city of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
included when appropriate. The author is responsible for the accu- 
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racy and completeness of the references and for their correct text 
citation. Please note this journal's punctuation and sequence style 
preference in previously published reference listings. 

O Refer to patients by number (or, in anecdotal reports, by fic- 
titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 

O All measurements are to be in metric units. 

O Letters to the Editor. The Editor will be pleased to receive cor- 
respondence which pertains to material published in the Ar- 
CHIVES. If intended for publication, such letters should be clearly 
marked "For Publication." 

O Use only those illustrations that clarify and augment the text. 
Submit illustrations in duplicate, unmounted and untrimmed. Do 
not send original artwork. Send high-contrast glossy prints (not 
photocopies). Figure number, name of senior author, and arrow 
indieating "top" should be typed on a gummed label and affixed to 
the back of each illustration. All lettering must be legible after re- 
duction to column size. Artwork submitted for publication may be 
relettered to achieve uniformity of lettering style throughout the 
journal. Magnification and stain used should be provided when 
pertinent. Illustrations should preferably be in a proportion of 
12.5 x 18 em (5 x 7 inches). Legends should be typed double- 
spaced, beginning on a separate sheet of paper. Length should be 
limited to a maximum of 40 words. 

C] An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template letter- 
ing or preset type is preferred to hand-lettered labels. If halftone 
artwork with labels is submitted, affix type and leaders to a clear 
acetate overlay registered to the base drawing. Labels and leaders 
should be applied directly to the drawing board surface if the art- 
work consists only of line ink technique. 

O A letter of consent must accompany all photographs of patients 
in which a possibility of identification exists. It is not sufficient to 
cover the eyes to mask identity. 

O Illustrations in full color are accepted for publication if the edi- 
tors believe that color will add significantly to the published man- 
uscript. The ARCHIVES will pay part of the expense of reproduction 
and printing color illustrations, the remainder to be borne by the 
author or his sponsor. After deducting the ARCHIVES contribution, 
the author's share is $275.00 for up to six square finished illustra- 
tions that can be arranged on a one-page layout. Any additional il- 
lustrations or special effects will be billed to the author at cost. 
Positive color transparencies (35 mm preferred) must be sub- 
mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. All transparencies should be 
carefully packed and sent with the manuscript in a separate con- 
tainer or between two pieces of pressboard. Do not submit glass- 
mounted transparencies. 

Q Each table should be typed double-spaced, including all head- 
ings, on a separate sheet of 22 x 28 cm (8% x 11 inch) paper. Do 
not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

C] Tables should be arranged so that when printed they will not be 
wider than three columns of ARcHIVEs body type. Generally three, 
six, or nine typewritten columns of data (including stub, or left 
column) will fit into three columns. All tables must be numbered 
consecutively, beginning with 1l, and each must have a heading. 
Example: "Table 6.—Results of Blood Coagulation Studies." 
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FATTY ACID REDUCTION" * 
Clinical evidence suggests a 
high degree of penetrability for 
PanOxyl Acne Gels, producing 
effective reduction of free fatty 
á acid, deep in the follicular orifice, 
through the release of free oxygen 
which helps eradicate C. Acnes. The 
fatty acid reduction observed with Pan- 
Oxyl therapy far exceeds that observed 
for older formulations of benzoyl peroxide 
as well as many other topical agents. 


SUPERIOR PEELING AND DRYING Biological 
studies suggest exfoliation is attributed to de- 
fatting and drying of the stratum corneum result- 
ing from increased mitotic rate in response to 
stimulation and the effects of oxidants on the di- 
sulfide bonds of intercellular bridges." 


*Independent safety study criteria and results on file at Stiefel 
k Resarch Institute. 
**Clinical reports on file at Stiefel Research Institute. 


1. Vasarinsh, P., Arch. Derm. 98:183-187 (1968) 


STIEFEL 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., Oak Hill, New York 12460 


COMPOSITION: PanOxy! 5 Gel contains 5% benzoyl peroxide, 
6% polyoxyethylene lauryl ether and 40% ethyl alcohol in a 
gel base formulated with colloidal magnesium aluminum silicate, 
hydroxypropylmethylcellulose, citric acid, fragrance and purified 
water. PanOxyl 10 Gel contains 10% benzoyl peroxide, 6% poly- 
oxyethylene lauryl ether and 40% ethyl alcohol in a gel base 
formulated with colloidal magnesium aluminum silicate, hydroxy- 
propylmethylcellulose, citric acid, fragrance and purified water. 


ACTION AND USES: The topical use of PanOxyl 5 and PanOxyl 
á 10 provides therapeutic control of acne through drying and 
desquamative action, as well as providing antiseptic activity. 


INDICATIONS: Use as an aid in the treatment of acne. 


DOSAGE AND ADMINISTRATION: Apply 1 or more times daily 
to affected areas. Washing the face with soap and water prior 


topical medication. And, when you prescribe 
PanOxyl® 5 and PanOxyl& 10 Acne Gels 
you can be confident you're also offering 
your acne patient a topical medica- 
tion of demonstrated efficacy with 
a remarkable absence of sig- 
nificant side effects, in par- 
ticular, a lack of allergic 
reactions. * 


to application greatly enhances the efficacy of the medication. 


CONTRAINDICATIONS: Patients with a known sensitivity to 
benzoy! peroxide should not employ these medications. 


PRECAUTIONS: For external use only. Do not permit products 
to come in contact with the eyes or mucosal membranes. Very 
fair individuals should always be started on a single appli- 
cation at bedtime, allowing the medication to remain on the 
skin overnight. PanOxyl may bleach colored fabrics. 


PACKAGE INFORMATION: PanOxyl 5 and PanOxyl 10 are supplied 
in 1.5 oz. and 4 oz. plastic tubes. 


CAUTION: Federal Law prohibits dispensing without a prescrip- 
tion. PanOxyl 5: 1.5 oz. Tube, Stock No. 2372-5, 4 oz. Tube, 
Stock No. 2372-8; PanOxyl 10: 1.5 oz. Tube, Stock No. 2373-5, 
4 oz. Tube, Stock No. 2373-8. 
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The gentle soap. , 


Oilatum Soap is an ideal skin cleanser when your patient's 
skin is dry, sensitive or irritated. 
Its rich, oil-laden lather soothes 
and lubricates as it cleanses. 

Low viscosity, polyunsaturated vegetable oils penetrate 
into the keratin to leave a protective film after rinsing. 
Oilatum is hypoallergenic, completely lanolin free 
and gentle enough for eczematous and infant skin care. 
The gentle soap is available scented or unscented 
in 4.1 ounce and/or economical 6.2 ounce bars. 
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For gentle skin care. 





UIMS SANISUSS ‘Aap ao, 
deos 
,UMAnenc 









STIEFEL LABORATORIES, INC. OAK HILL, N. Y. 12460 


Dermik ‘dates 


Benzoyl Peroxide VAN oxp 


CURROS O. = LOTION 


žen, Nains Benzoyl o; and Calcium 

nh add powa OY! Peroxide 35% z ne cot. 
HAS Chlorh er Content of Vial to Lot! | prod 

! Use yen Quinoline 0.25% and pen: 

iy è ithi , 
. rections ey A What of Dp ne wt O° 


5 
Tu 


es gn AN aid in the treatment of AC 
‘ty, "iin film once or twice daily dl 


aa al Use On] ing. ed) 
"ther magn; Shake Well Before USING «i rg) 


" Medications out nf the reach "mL 
mcm 
e Net Wt. 8 





antibacterial 


= 


t 


ipruri 
flammatory 


ant 


anti-in 





Ča 


 thebare 
facts... 


A : 
It's plain to see that you need more than PRECAUTIONS | ^ a | 
$ e . May prove irritating to sensitized skin in rare cases. If this occurs, 
an ordinary topical steroid to clear a discontinue therapy. May stain. | 
eL. “e . : . If used under occlusive dressings or for a prolonged period, watch 
dermatitis infected with fungi or bacteria. for signs of pituitary-adrenal axis suppression. 
T: r : n . . 4 May interfere with thyroid function tests. Wait at least one month 
V iofor m-Hydi ocortisone, with its four - after discontinuance of therapy before performing these tests. The 
: j . : . : . " ferric chloride test for phenylketonuria (PKU) can yield a false- 
Way action, pi ovides the kind of compr ehen- positive result if Visor is present in the diaper or urine: 
. Ae s r : x rolonged use may result in overgrowth of nonsusceptible organisms 
sive ther apy many common der matoses requiring appropriate therapy. 
sees Aa ADVERSE REACTIONS 
require. Few reports include: Hypersensitivity, local burning, irritation, 
*This drug has been evaluated as possibly effective for these indica- pruritus, Discontinue if untoward reaction occurs. Rarely, topical 
: : TE : ; corticosteroids may cause striae at site of application when used 
tions. See end prescribing information. for long periods in intertriginous areas. 
$ s s DOSAGE 
Fo Vioform-Hydrocortisone Apply a thin layer to affected areas 3 or 4 times daily. 
i Y HOW SUPPLIED 
(iodochlorhydroxyquin and hydrocortisone) Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl aicohol, 


INDICATIONS stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
Based on a review of this drug by the National Academy of water; tubes of 5 and 20 Gm. Ointment, 395 iodochlorhydroxyquin 
Sciences-National Research Council and/or other information, and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
FDA has classified the indications as follows: Lotion, 395 iodochlorhydroxyquin and 196 hydrocortisone in a water- 
“Possibly” effective: Contact or atopic dermatitis; impetigi- washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
nized eczema; nummular eczema; infantile eczema; endog- pylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
enous chronic infectious dermatitis; stasis dermatitis; methylparaben, propylparaben, and perfume Flora in water; plastic 


pyoderma; nuchal eczema and chronic eczematoid otitis squeeze bottles of 15 ml. Mild Cream, 3% iodochlorhydroxyquin 
externa; acne urticata; localized or disseminated neuro- and 0.596 hydrocortisone in a water-washable base containing 
dermatitis; lichen simplex chronicus; anogenital pruritus steary! alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
(vulvae, scroti, ani); folliculitis; bacterial dermatoses; my- lauryl sulfate, and glycerin in water; tubes of Y2 and 1 ounce. Mild 
cotic dermatoses such as tinea (capitis, cruris, corporis, Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone in a 
pedis); moniliasis; intertrigo. petrolatum base; tubes of y2 and 1 ounce. 

Final classification of the less-than-effective indications Consult complete product literature before prescribing. 


requires further investigation. 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
CONTRAINDICATIONS Summit, New Jersey 07901 2/4857 17 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 
or related compounds; lesions of the eye; tuberculosis of the skin; 
€ most cy skin lesions (including herpes simplex, vaccinia, and 
varicella). 


WARNINGS ® 
This product is not for ophthalmic use. 

In the presence of systemic infections, appropriate systemic anti- EAR 
biotics should be used. 


Usage in Pregnancy 
Although topical steroids have not been re- 
ported to have an adverse effect on preg- 


nancy, the safety of their use in pregnant fe- 
males has not been established. Therefore, 
they should not be used extensively on preg- 
nant patients in large amounts or for pro- 
longed periods o” time. 
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dien: theres a universal . 
| topical treatment: 


HALOTEX - 


(HALOPROGIN) 


Cream, 10 mg. per g.; Solution, 10 mg. per ml. 


safe and effective 


antifungal control 


Rx only...you prescribe the treatment 
e economical, patient-oriented packaging 
enongreasy, nonstaining 


Description: Halotex cream provides 1% haloprogin in a water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in polyethylene glycol 400, polyethylene glycol 4000, diethyl 
sebacate and polyvinylpyrrolidone. Halotex solution provides 1% (10 mg. per ml.) haloprogin in a homo- 
geneous vehicle of diethyl sebacate and alcohol. Action: Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the skin. *Indications: Halotex cream and solution are indicated 
for the topical treatment of tinea pedis, tinea cruris, tinea corporis and tinea manuum due to infection 
with Trichophyton rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Microsporum canis, 
and Epidermophyton floccosum. It is also useful in the topical treatment of tinea versicolor due to 
Malassezia furfur. Contraindications: Halotex preparations are contraindicated in those individuals who 
have shown hypersensitivity to any of the components. Warning: USAGE IN I ^nREGNANCY —Safety for use 
in pregnancy has not been established. Precautions: In case of sensitization or irritation due to Halotex 
cream or solution or any of the ingredients, treatment with these preparations should be discontinued and 
appropriate therapy instituted. If a patient shows no improvement after four weeks of treatment with 
Halotex cream or solution, the diagnosis should be redetermined. In mixed infections where bacteria or 
nonsusceptible fungi are present, supplementary systemic anti-infective therapy may be indicated. For ex- 
ternal use only. KEEP OUT OF EYES. Adverse Reactions: Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and; (2) increased maceration, pruritus or exacerba- 
tion of pre-existing lesions. Dosage and Administration: Halotex cream and solution | 
should be applied liberally to the affected area twice daily for two to three weeks. 
Interdigital lesions may require up to four weeks of therapy. How Supplied: 
Halotex* cream 1% (10 mg. per g.) 30 g. collapsible aluminum tube 
NDC 0087-0590-01. Halotex solution 1% (10 mg. per ml.) 10 ml. 
polyethylene bottle with controlled drop tip NDC 0087-0591-01 and 30 ml. 
polyethylene bottle with controlled drop tip NDC 0087-0591-02. 


t 1974 MEAD JOHNSON & COMPANY s EVANSVILLE, INDIANA 47721 USA 734030 
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Now you have a choice: 
= Aqguacare^ / HP Cream (10? urea) 
for use on localized, severe, dry skin 

conditions. 











s Aquacare/HP Lotion (10% urea) 
when an economical, high potency 
urea preparation is needed for 


A all-over body use. 


= Both offer your patients a silky 
smooth, potent preparation for resistant 
cases of xerotic, scaly skin. 


Increased emolliency and 10% 
urea combined with the proven 
Aquacare base yield an effective 
cosmetically acceptable adjunct 
for resistant cases of xerotic, 
scaly skin. 


If you would like samples of 
the Aquacare family to 

ri i E oy, evaluate in your 
ET o practice, simply check off 
| | the samples you desire, 
and we will send you a 
generous supply. 


Ae ——— o —— — c — e —— — — — — ———V — —— ——À —  —— —V —— — c— —Á c— — — — — — — 


2525 Dupont Drive, Irvine, California 92664 


l'd like to evaluate: 
Aquacare/HP Lotion C) Aquacare Lotion O 
Aquacare/HP Cream L1. Aquacare Cream O 
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G.S. Herbert Laboratories, dermatology division of Allergan Pharmaceuticals, Irvine, California 92664, U.S.A. 
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The May issue of PRISM: : 
- It will give you 
alot to think about. 


BR 


Richard H. Egdahl, M.D. € FMCs: A RESPONSE TO 
GOVERNMENT CONTROLS 


Can a Foundation for Medical Care provide the basis 
for developing another type of HMO -- while 
preserving the fee-for-service principle? Why 

does the author believe FMCs may be medicine's 
last chance to avoid government domination? 


Charlotte K. Beyers € CAN HEALTH HABITS REALLY 
BE CHANGED? 


Can mass communication techniques successfully 
motivate people to change their ways before they 
suffer the disastrous effects of heart and 

circulatory disease? An innovative study launched 
by the Stanford University Medical School promises 
some definitive answers. 


Philip R. Alper, M.D. € WHY | JOINED A UNION 


Does union membership cause a physician to lose 
more freedom than he gains in the way of 
benefits? Do unions provide the muscle to keep 
physicians from getting pushed around by the 
insurance industry and government? Read this 
frank and thoughtful appraisal by an internist who 
feels whipsawed by competing demands on his 
time, skill, and good will. 


George L. Engel, M.D. € TODAY'S MEDICAL STUDENT: 
MORE OVERLOADED THAN 
EDUCATED? 
Has the scientific explosion spawned information 
far too great for students to learn during medical 


school years? Dothey have more to learn now 
than students in the past? The author delivers 
some surprising verdicts. 

And in June € THE CHALLENGE TO 

A Special Study of CONFIDENTIALITY 








Published by the American Medical Association 





an Issue of The June PRISM will feature a special 48-page 

Critical Concern section devoted to a comprehensive, in-depth 

to Physicians: study and discussion of this very important 
subject. Don't miss it! 


| Flu robate Gel 0.025% 


(BETAMETHASONE BENZOATE) 


A gel vehicleis important — - 
À incorticosteroid formulations. P 
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. The effective gel release vehicle 
developed through intensive study. 


An efficient release vehicle for 
Flurobate Gel (betamethasone ben- 
zoate) 0.025% was experimentally de- 
veloped by a series of in vitro dialysis 
experiments. The studies compared the 
% of betamethasone benzoate re- 
leased from Flurobate Gel in time 
compared to other vehicles including a 
vanishing cream base, aqueous gel 
base, and a surfactant solubilized 
steroid base. All of the bases contained 
0.025% betamethasone benzoate. 

It was found that maximum re- 
lease of betamethasone benzoate 
0.025% was best achieved from a gel 
containing 35% propylene glycol and 
15% alcohol. 


Complete data on file, Medical Department, 
Texas Pharmaca! Company 


D 
D 
un 
ae] 

E 
Q 

ce 


Vanishing Surfactant Solubilized 
Cream Base Steroid Base 


Aqueous 
Gel Base d Flurobate Gel 


Time (Hours) 








Flurobate Gel 0.0 


BETAMETHASONE BENZOATE! 





Flurobate Gel 0.025% is a transparent, self-liquefying gel base ideal for use on 
hairy areas. The gel vehicle enhances percutaneous absorption of the steroid. Flurobate is 
invisible on application, itis non-sticky, non-staining, quick drying and water washable. 


 Hurobate Gel 0.025% 





DE TAME THASONE BENZOAT 


CAUTION: 
Federal law prohibits dispensing without a prescription. 
DESCRIPTION: 

Flurobate Gel 0.025% contains the active steroid com- 
pound betamethasone benzoate, the 17-benzoate ester of be- 
tamethasone, having the chemical formula of 9a-fluoro-1 1B, 
17, 21-trihydroxy-16B-methylpregna-1, 4-diene-3, 20-dione 
17-benzoate. Its chemical structure is: 





Flurobate Gel contains betamethasone benzoate in a spe- 
cially formulated gel base consisting of 13.8% (w/w) alcohol, 
carboxy-vinyl polymer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. The gel is self- 
liquefying, clear, greaseless and nonstaining. 

In this formulation the active ingredient is completely sol- 
ubilized and remains in the clear film without crystallization 
after evaporation of volatile substances. 


ACTIONS: 
Flurobate Gel is effective because of its antiinflammatory, 
antipruritic, and vasoconstrictive action. 
INDICATIONS: 
Flurobate Gel is intended for topical application for symp- 
tomatic relief and adjunctive management of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 


CONTRAINDICATIONS: 

Topical steroids are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topical steroids are con- 
traindicated in those patients with a history of hypersensitivity to 
any of the components of the preparation. 

This preparation is not for ophthalmic use. 

PRECAUTIONS: 

If irritation develops, the gel should be discontinued and 
appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a favor- 
able response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately 
controlled. 

If extensive areas are treated, or if the occlusive technique 
Is used, the possibility exists of increased systemic absorption of 
the corticosteroid and suitable precautions should be taken. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in preg- 
nant females has not absolutely been established. Therefore, 
they should not be used extensively on pregnant patients, or in 
large amounts, or for prolonged periods of time. 

Due to the alcohol content of the vehicle, Flurobate Gel 
may cause mild, transient stinging without irritation if used on 
excoriated skin. 

ADVERSE REACTIONS: 

The following local adverse reactions have been reported 
with topical corticosteroids: burning sensations, itching, irrita- 
tion, dryness, folliculitis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: 
Apply to affected areas 2 to 4 times daily as needed. 
HOW SUPPLIED: 
Flurobate Gel is supplied in 15 gm and 60 gm tubes. 
DISTRIBUTED BY: 
Texas Pharmacal Co., San Antonio, Texas 78296 
U.S. Patent No. 3529060 










For external use only 
Furobate: 
(betamethasone benzoate) 
Gel 0.025% 


Caution: Federal law prohibits 
dispensing without presc ription 
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TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio. Texas 78296 


When acne washes 
are not drying enough... 


A thin film of Transact will drv the oiliest of 
complexions. Its degree of drving is controlled by 
the frequency of application. It’s clear, so it won't 
offend young, male sensibilities. It’s pleasantly 
scented to aid in patient acceptance. It’s greaseless, 
so it won't stain clothing when used on chest, 
shoulders, or back. But most importantly, it works 
... for your patient and for vou. 


Contains: LIPOSEC® brand of polyoxyethylene 
laurvl ether 6%, micropulverized sultur 2%, 
alcohol 40%. See PDR. Supplied: 1 oz. tubes. 


Transact 


Transparent Medicated Acne Gel 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 








Indications: For relief of 
inflammatory manifestations 

of corticosteroid-responsive 
dermatoses. ° 
Contraindications: Vira! skin dis- 
eases, such as varicella and 
vaccinia: hypersensitivity to any 
component (not for ophthalmic 
use); when circulation is markedly 
impaired. 

Warnings: Safety of use in preg- 
nancy has not been absolutely 
established. Do not use extensively. 
in large amounts. or for prolonged 
periods of time in pregnant patients. 
Precautions: If irritation develops, 
discontinue use and institute ap- 
propriate therapy. In infections, use 
appropriate antifungal or antibac- 
terial agents; if a favorable response 
does not occur promptly, discon- 
tinue the corticosteroid until the 
infection is adequately con- 
trolled. If extensive areas are 
treated or the occlusive 
technique is used, in- 
creased systemic ab- 
sorption of the cortico- 
steroid may occur; take 
suitable precautions 


DP 
Adverse Reactions: (local) 
Burning sensations, itching, 
irritation, dryness, folliculitis. 
secondary infection, skin atrophy. 
Striae, hypertrichosis, acneform 
eruption and hypopigmentation: 
Supplied: Cream 0.5%—Per Gm.: 
triamcinolone acetonide 5 mg., 
sorbic acid 0.1% and potassium 
sorbate 0.1% as preservatives: Cream 
0. 1% — Per Gm.: triamcinolone 
acetonide 1 mg., sorbic acid 0.1% and 
potassium sorbate 0.1% as preserva- 
tives; Cream 0.025% — Per Gm. 
triamcinolone acetonide 0.25 mg., 
sorbic acid 0.1% and potassium sor- 
Date O. 176 as preservatives: all poten- 
cles are in a water base of mono and 
diglycerides, squalane, polysorbate 
80 USP, polysorbate 60, spermaceti 
USP, stearyl alcohol USP. and sor- 
bitol solution USP. Ointment 
0.5% — Per Gm.: triamcinolone 
acetonide 5 mg.; inactive 
ingredient: white petro- 
latum; Ointment Q. f95 — 
Per Gm.: triamcinolone 
acetonide 1 mg.; inactive 
ingredient: white 
petrolatum 
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Free of common sensitizers — no parabens or chlorinated phenol 
preservatives in the cream; no lanolin in the ointment. 


Fluorinated for topical effectiveness. 


istocorto.5»,.::: . 


Triamcinolone Acetonide 


LEDERLE LABORATORIES, A Division of American Cvanamid Camnanv Pearl River Nau Varb tanec JUNE. 





est for the care or dry, 
or premature aging 


or wrinkled skin... 
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* SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 
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DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.115 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 23, QUEE 


Kenalog Cream... - 


(Iriamcinolone Acetonide Cream USP): . 


The Inside Story 
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enalog Cream 


(Triamcinolone Acetonide Cream USP) 
Formulated with Vancro slope glycol vanishing-cream base ) 


KENALOG® CREAM 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%) 


KENALOG® CREAM 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) 


DESCRIPTION Kenalog Cream 0.1% and Kenalog Cream 
0.025%, formulated especially for use on moist, weeping 
lesions, provide respectively 0.1% and 0.025% triamcinolone 
acetonide in an aqueous vanishing cream base. The cream 
base also contains propylene glycol, cetyl alcohol, glyceryl 
stearates, spermaceti, isopropyl palmitate, and polysorbate 60. 
ACTIONS Triamcinolone acetonide cream is effective because 
of its anti-inflammatory, antipruritic and vascoconstrictor 
actions. 

INDICATIONS Kenalog (Triamcinolone Acetonide Cream 
U.S.P.) 0.1% and 0.025% Cream is intended for topical use 
for the relief of inflammatory manifestations of acute and 
chronic corticosteroid responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in vaccinia, varicella, and in those patients with a history 
of hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS General—If local infection exists, suitable 
concomitant antimicrobial therapy should be administered. 

If a favorable response does not occur promptly, application 
of the corticosteroid should be discontinued until the infection 
is adequately controlled by appropriate measures. 

Although systemic side effects are rare with topical 
corticosteroid preparations, their possible occurrence must be 
kept in mind particularly when these preparations are used 
over large areas or for an extended period of time. 

If local irritation or sensitization develops, the preparation 
should be discontinued and appropriate therapy instituted. 

These preparations are not for ophthalmic use. 

Usage in pregnancy: The safety of topical steriod prepara- 
tions during pregnancy has not been absolutely established; 
therefore, they should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steroids; their extensive use increases the possibility of 
systemic effects. For patients with extensive lesions it may be 
preferable to use a sequential approach, treating one portion 
of the body at a time. The patient should be kept under close 
observation if treated with the occlusive technique over large 
areas and over a considerable period of time. 


Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 

Thermal homeostasis may be impaired if large areas of the 
body are covered. Use of the occlusive dressing should be 
discontinued if elevation of the body temperature occurs. 

Plastic films are often flammable and patients should be 
warned when using such materials. Extreme caution should 
be employed when films are used on children so that the 
possibility of suffocation is avoided. 

Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive and 
a substitute material may be necessary. 

If infection develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The following 
may occur more frequently with occlusive dressings than 
without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. Contact 
sensitivity to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 

DOSAGE AND ADMINISTRATION Kenalog Cream 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%): Apply to 
the affected area 2 or 3 times daily. Rub in. 

Kenalog Cream 0.02596 (Triamcinolone Acetonide Cream 
U.S.P. 0.025%): Apply to the affected area 2 to 4 times daily. 
Rub in gently. 

Occlusive Dressing Technique—Gently rub a small amount 
of the cream into the lesion until it disappears. Reapply the 
preparation leaving a thin coating on the lesion and cover 
with a pliable non-porous film. If needed, additional moisture 
may be provided by covering the lesion with a dampened 
clean cotton cloth before the plastic film is applied or by 
briefly soaking the affected area in water. 

The frequency of changing dressings is best determined on 
an individual basis. Reapplication of the preparation is 
essential at each dressing change. 

HOW SUPPLIED The 0.146 Cream is available in tubes of 
5. 15, and 60 g. and in jars of 240 g. (8 oz.) and 5 Ib. 

The 0.025% Cream is available in tubes of 15 and 60 g. 
and in jars of 240 g. (8 oz.) and 5 Ib. 


® ‘The Priceless Ingredient of every product 
is the honor and integrity of its maker.'TM 


©1973 E.R. Squibb & Sons, Inc. 324-009 637 


Fostril can help them all. 


Fostril gently treats all types of 


acne regardless of the Complex- 
ION, from the most delicate to the 
most rugged. Periodic application 
loosens comedones, dries excess 
Oil, amd gently peels the skin. It 
blends into the skin as it works. 
Almost everybody gets acne.... 


Almost everybody can use Fostril. 


Supplied: 1 oz. plastic tubes. 
See PDR 


Fostril drying lotion for your acne patients. 


Westwood Pharmac euticals Inc., Buffalo, New York 14213 


Active ingredients: LIPOSEC? brand of polyoxyethylene lauryl ether 6%; micropulverized sulfur 2%. 





NDC 0033-2511-14 = 


SLIDEX | 
fluocinonide] 


Syntex "L9 A a t Ointment 


0.0596 


' SOON: Feo CAUTION: Federal law. | 
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A full ounce of Lidex 


- The mid-sized, mid-priced tube 
most dermatologists requested 


Enough to last most patients 
between office visits 


* Lidex—just the way you asked for it 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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nox*'Sham 


can be used daily for oily hair and scalp 


Specially formulated to cleanse, control and condition oily hair 
associated with acne. It contains special conditioners which help 
prevent tangles and fly-away hair. The pH is 5.5...leaves the hair 
soft and manageable. Gentle enough to be used as often as neces- 
sary. CONTAINS NO FORMALDEHYDE. Supplied: 4 oz. and 8 oz. 


plastic bottles. 








Whatever works well for acne works well with Pernox Shampoo 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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m [5 undi A new "slant" 
as on topical fungus 
" detection 


 DIM-Schenng 


Dermatophyte Test Medium 


The practical compact 
Dermatophyte Diagnostic 
Kit for your office 
or laboratory 


RAPID « SIMPLIFIED 
ACCURATE « RELIABLE 


: ; testing for Microsporum, 
Trichophyton, Epidermophyton 


Wide 

Mouth: 

for easier inocu- 
lation. 


Plasti-Sealed: 
to assure continued 
freshness, stability 
and activity. 


















Maximal 
Slant: 
for greater medium- 
surface contact to 
induce better and 
faster dermatophytic i 
growth. 


B DTM formulation permits 

detailed morphological examination 
| and precise dermatophyte 
identification. 


97% Accuracy: 
Schering follows 
Taplin's clinically 
proven formula for 
optimal derma- 
tophyte growth and 
identification. 
Glos FIRST CLASS 
Indicator: 
superior to older 
media because the 
dramatic color 
change from yellow 
to striking red is TA 
easily and rapidly Mus 
interpreted. " 


Permit No. 11 
Port Reading, N. J. 








BUSINESS REPLY MAIL. 


No postage stamp necessary if mailed in the United States 








POSTAGE WILL BE PAID BY 


SCHERING DIAGNOSTICS 


A Division of Schering Corporation 
40 Markley Street 
Port Reading, New Jersey 07064 


Antibiotics: 
including genta- 
micin, to reduce 
contamination by 
bacteria and most 
nonpathogenic fungi 
(saprophytes). 


1 
1 
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NAME: 


Your own dermatophyte detection system 
that's simply “red” when positive a 
Simple steps — The message in DTM (dermatophyte 


eliminate the medium — test medium) jeu 
'" complicated in 24-72 hours formula proved 

ae fale MSA 

Specimensofsk naisorar. Paleemia eon Aecurate m 

paeponto iesenii from yellow tored, Initial color ANNO 

that is supplied for each test. 5 i Gc lor development matae der ma tophyte 


Ugo DUIS. infections in over 
| 3000 patients 


DI M-Schering permits simpli- 
fied, rapid, practical detection 
and confirmation of fungi respon- 
sible for tinea (ringworm) infec- 
tions of skin, hair and nails 
without intricate microscopic 
and morphologic study. 


In separate studies of 3000 sub- 
jects in private offices, clinics 
and field trials by the military, 
the formula used in DTM 
(dermatophyte test medium) 
provided an accuracy ranging 
from 97% to 100%. The relative 
absence of false positive results 
permits easy interpretation even 
by unskilled personnel. In one 
study of 1400 cultures, 97% 
could be classified solely by 
Bu. simple observation of the color 


We color reaction 


E noc»; Change in the medium (from 
F changein X yellow tored) as positive or 
EB media caused 


by derma- negative for dermatophytes. 


tophytes. 








B. Replace cap loosely for good 
air exchange in vial. Incubate at b 
room temperature (from 20? to x 
30° C.). DTM-Schering is pack- 
aged in a unique platform box 
which also serves as two incu- 
bation trays. 





C. Examine for color reaction in 
l or 2 days. Rapidly growing 
dermatophyte strains produce 
color change usually in 24 to 72 
hours, slower strains take cor- 
respondingly longer. 
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enost? 40 Markley St., Port Reading, N.J. 07064 


Or, 


Please send me.  boxesDTM-Schering (Dermatophyte Test Medium) 
24 slants/box. COSTS: $19.00/box; six or more boxes $16.50/box. 


[] Please send me additional information. 
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Institution/ Address 





Cty | 1 11 1 | . SGstate Zip 
Purchase Order? |. | | . - 


Prices subject to change witnout notice. DTM-ADJ 








. Whats onyóur 
patients face... 


may be more important than 
his chief complaint 


Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient B T.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 
*Data on file, 
Hoffmann- La Roche 
Inc., Nutley, N.] 





The lesions on his face 





are solar/actinic— 


so-called "senile" keratoses... | 
and they may be premalignant. 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 
selectivity of response 


After several days of therapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas. Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 

Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: 


Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, N.J. 07110 


This patient's lesions were resolved with 


Efudex 


fluorouracil/Roche 


5% cream/solution...a Roche exclusive 
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works both ways. 





For the Scalp: 


Aeroseb’s unique applicator tube 
gets the steroid to the site of 
inflammation without disturbing 
the hair. 





| For Other Body Areas 


<& 


Without the applicator tube (simply 
pull it out) Aeroseb-D is effective 
in treating other dermatoses. 
Because Aeroseb-D possesses a lower 
pressure than other steroid sprays, 
less is wasted by the patient. 


© The first fluorinated steroid in the proven Aeroseb aerosol system. 


B Dual use design; with applicator tube for steroid-responsive dermatoses 


of the scalp, without applicator tube for treating dermatoses on other areas of the body. 
E Delivers effective fluorinated steroid medication directly to the site of inflammation. 
E Cosmetically superior...won't coat, muss or mat the hair. 
E Designed to deliver more treatments per gram than other aerosol sprays. 


Aeroseb-D (dexamethasone) topical aerosol spray 


Description: Each aerosol contains: 15 Gm.* 90 Gm 
dexamethasone.......... AE ET A E AAEE T e bets sS OUR ARRA BR. La 1,66 mg 10 mg 
alcohol (41.9% by weight nnna na ecco 6.28 Gm 37.7 Gm 


INDICATIONS For relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. 

CONTRAINDICATIONS Topica! steroids are contraindicated in viral diseases of 
the skin such as varicella and vaccinia 

Topical steroids are contraindicated in those patients witha history of 
hypersensitivity to any of the components of the preparation 

This preparation is not for ophthalmic use. 

Topical steroids should not be used when circulation is markedly impaired 
WARNINGS USAGE IN PREGNANCY Although topical steroids have not been 
reported to have an adverse effect on the fetus, the safety of their use in pregnant 
females has not absolutely been established Therefore, they should not be used 





E 
extensively on pregnant patients, or in large amounts, or for prolonged periods 
of time. 
PRECAUTIONS íf irritation develops, the product should be discontinued and 
appropriate therapy instituted. 
In the presence of an infection, the use of appropriate antifungal or antibacterial 
agents should be instituted. If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection has been adequately 
controlled. 
I! extensive areas are treated or if the occlusive technique is used. the possibility a 


exists of increased systemic absorption of the corticosteroid and suitable 
precautions should be taken. ? 
When used about the face, the eyes should be covered and inhalation of the spray 

should be avoided. 

This medication contains alcohol. It may produce irritation or burning sensations in 

open lesions 

ADVERSE REACTIONS The following local adverse reactions have been reported 

with topical corticosteroids, either with or without occlusive dressings: burning . 
sensations, ilching. irritation, dryness, folliculitis, secondary infection, skin atrophy, 

striae, hypertrichosis, acneform eruption and hypopigmentation 


G. S. Herbert Laboratories Irvine, California 92664. U.S.A. 
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Comfort...naturally 
^&.calr cool...a qd clea 
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Bring a sense of all-over “paradise” 


Aveeno 
Colloidal Oatmeal 


A natural demulcent colloid bath preparation and cleanser. Soothes 
and relaxes widespread areas of troubled skin. 
Contents: AVEENO® Colloidal Oatmeal. Available in 1 Ib. and 4 Ib. boxes. 


Goper 


COOPER LABORATORIES, INC., WAYNE, NEW JERSEY 07470 





for irritated, 
itching skin 
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Both dosage * 
forms with 


quotoin 
Hydrophilic Base 


Available as: 

ARISTOCORT A — 0.195 Top- 
ical Cream in 15 Gm. and 

75 Gm. tubes; 0.5% Topical 
Cream in 15 Gm. tubes. 





Treats steroid-responsive skin lesions 
while it helps maintain hydration 


effective topical steroid 


potent anti-inflammatory action 


paraben-free 


e provides triamcinolone acetonide, the fluorinated steroid known for 


e to guard against potential hypersensitivity 


in the unique AQUATAIN base 


e combines two moisturizing agents to effectively retain available moisture 
e provides a protective lubricant barrier 


so pleasant to use, it feels like an elegant cosmetic cream 
e smooth to the touch — leaves medicated areas feeling supple and smooth 


e its light texture makes it easy to spread, gentle to highly irritated lesions 
e disappears more easily and rapidly than conventional vanishing cream bases— 


without "pilling" or soapiness 


ARISTOCORT^A TOPICALS 


DESCRIPTION: 0.1% or 0.5% Topical Cream with AQUATAIN™ 
base: 

Each gram of ARISTOCORT A contains 1 mg. (0.1%) or 5 mg. 
(0.595) of the highly active steroid, Triamcinolone Acetonide (a 
derivativeoftriamcinolone)in AQUATAIN, a specially formulated 
base composed of ethoxylated stearyl alcohol, isopropyl palmi- 
tate, glycerin USP, sorbitol solution USP, lactic acid, 2% benzyl 
alcohol and purified water. 

AQUATAIN is a specially formulated base which provides a pro- 
tective lubricant plus two moisturizing agents to effectively re- 
tain available moisture. The base is non-staining, water- 
washable, paraben-free, spermaceti-free and has a light texture 
and consistency. 

Indications: For the treatment of steroid-responsive dermatoses. 
Contraindications: Viral skin diseases, such as varicella and vac- 


cinia; hypersensitivity to any component (notfor ophthalmic use); 
when circulation is markedly impaired. 

Warnings: Safety of use in pregnancy has not been absolutely 
established. Do not use extensively, in large amounts, or for pro- 
longed periods of time in pregnant patients. 

Precautions: If irritation develops, discontinue use and institute 
appropriate therapy. In infections, use appropriate antifungal or 
antibacterial agents; if a favorabie response does not occur 
promptly, discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are treated or the 
occlusive technique is used, increased systemic absorption of 
the corticosteroid may occur; take suitable precautions. 
Adverse Reactions: (local) Burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 


ec LEDERLE LABORATORIES ^ A Division of American Cyanamid Company, Pearl River, New York 10965 848-4 
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AMA ANNUAL CONVENTION 
JUNE 22-26, 1974 


CHICAGO, McCORMICK PLACE 
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e Scientific Sessions including Hypertension/Management of 
Obesity/A Practitioner's Approach to Angina— 1974 


Postgraduate Courses including Cardiopulmonary 
Resuscitation/Total Parenteral Nutrition/Workshop on 
Human Sexuality/American Society of Clinical Pathologists: 
special courses for non-pathologists 


Fireside Forums—return of a popular evening session 
in a new "meet the professor" format 


Scientific Exhibits including Clinical Pathologic 
Conferences/Live Teaching Clinic/Fresh Tissue Pathology 


Film Symposia including a “2-day session on techniques 
of producing a medical motion picture in your hospital 


Charter flights are being planned from Los Angeles, 
San Francisco and Dallas. 


Write a letter with the coupon below to the AMA or see the JAMA Convention Issue on April 15, 1974, for scientific ses- 
sion lists, hotel reservations, and course registrations—as well as social activities while in Chicago this June. 


Advance Registration 


123rd AMA Annual Convention 
June 22-26, 1974 


In accordance with the AMA Bylaws, | hold active member- 
ship in the AMA, and | wish to vote in the Scientific Session 
| have chécked: 


Chicago/McCormick Place 


Please return this form before May 24, 1974, to: 
Circulation and Records Department 

American Medical Association 

535 North Dearborn Street 

Chicago, Illinois 60610 


Please print 


Name 
(each physician must register in his own name) AD574 


Office Address 
City/State/Zip 


I am a member of the AMA through the following State Medical 


Association or government service 


Please send more information on the charter flights being 
planned from: 


— Los Angeles . San Francisco —Dallas 


01 O Allergy 
02 O Anesthesiology 
26 O Cardiovascular Diseases 
05 O Clinical Pharmacology 
and Therapeutics 
20 O Colon and Rectal Surgery 
03-0) Dermatology 
04 O Diseases of the Chest 
07 O Family and General Practice 
11 O Federal and Military Medicine 
06 O Gastroenterology 
08 O General Surgery 
09 O Internal Medicine 
24 O Neurological Surgery 
25 O Neurology 


General Registration 


13 O Obstetrics 
and Gynecology 
14 [] Ophthalmology 
15 [] Orthopedic Surgery 
10 [] Otorhinolaryngology 
16 [] Pathology 
17 Q Pediatrics 
18 O Physical Medicine 
and Rehabilitation 
27 O Plastic and 
Reconstructive Surgery 
19 Q Preventive Medicine 
12 O Psychiatry 
21 [] Radiology 
22 [] Urology 


AA 


——AMA members and their guests: no fee 


— -Non-member physicians: $25 
— Guests of non-members: $5 


— — Medical students, interns and residents: no fee 


My remittance of $ 


is enclosed. 


(Make check payable to American Medical Association.) 


‘Check must accompany registration. 


The Miami Study: 





. 
5 *The rating scale use > study is as follows 
. " . TABLE II The rating scale used for the study (Sas 
- A Double-blind Comparison of Eclipse to Ka | | 
Total subjects participating=28 — 0 No Erythema LJ f- Mila Erythema - 
PreSun and Solbar Total test sites per product- 28 2- Moderate Erythema [2 3-5 Marked Erythema 
Total test sites= 140 4- Marked Erythema with Edema 
- . 
The obiective of this study was to compare Eclipse to 
: * 
PreSun. Solbar and controls to rate the effectiveness in providing 
protection from ultraviolet erythema. Twenty-eight volunteers were ECLIPSE PRESUN SOLBAR BASE UNTREATED 
used. Equal premeasured doses of the sun-screens were applied 
under double-blind conditions to three-inch squares demarcated RN 2.11 3.10 2.51 3.20 3.46 
with tape on the back. The subjects were then exposed " 150-300) (250-400) (200-390) USERS EMLIES 
immediately to four hours of midday Florida sun Two hours after 
the start of the exposure, the subjects were immersed for ten 
minutes in the ocean, then exposed for an additional two hours of Veraga rating 
: = ; s : € 1.67 2.47 1.73 2.71 2.93 
sun. All exposures were from 10 a.m. to 2:10 p.m Evaluations ol noscit 1.00-2.50 (180.8000 (010-200) | (150-400) (200-400) 


the degree of ultraviolet erythema were made at 24 and 72 hours 
following the end of exposure and ratings assigned to each 
exposed area*. At 24 hours Eclipse was found to be clinically and Ranges appear in parenthesis 
statistically more effective than PreSun, Solbar and control sites 
The results (averages and ranges) of this study can be seen 
in Table II 
This study was conducted by James Fulton M.D., University 
of Miami Medical School, Miami, Florida? 


ECLIPSE SOLBAR 


UNTREATED SE 


ECLIPSE 












b. 
PRESUN PRESUN UVAL 
VAL 
Presun Solbar Uval Presun ECLIPS Solbar Solbar Uval Base Untreated Base Uval 
>` 
PSE Untreated Base Untreated Base Uval ECLIPSE Presun Untreated ECLIPSE Presun Solbar = 





Hours Protection — Double-blind Comparison 
of Eclipse to PreSun, Solbar and Uval 


In a small controlled study, subjects received equal 
premeasured doses of Eclipse, PreSun, Uval and Solbar, 10 to 15 
minutes before exposure. This group was then exposed to 
sunlight for 6 hours. During the 6 hour period, the group 
participated in two 15 minute swimming periods. All exposures 
were made between 9:30 a.m. and 3:30 p.m. Evaluations of the 
resulting ultraviolet erythema were made at 0, 24 and 48 hours 
fcllowing the end of exposure and ratings were assigned to each 
test site’ Analysis of the results of this study indicate that Eclipse 
ISClinically superior to the other formulas tested following 6 hours 
of continuous sun exposure. 

Results (averages and ranges) can be seen in Table III. 
This study was conducted by Robert Kim. M D. Straub Clinic and 
Hospital, Honolulu, Hawaii? 


Comparison of Eclipse to Uval and PreSun 
at 6 MED's After Immersion 


The object of this study was to rate the effectiveness of 
Eclipse to PreSun and Uval in preventing sunburn after the 
protected skin was immersed in water. Two hours after application 
of the test agents to the subjects' forearms, the arms were 
immersed in an agitated water bath for ten minutes and then 
subjected to 6 MED's of artificial light produced by a 1600 watt 
Xenon lamp. The Eclipse formula provided much better protection 
than either PreSun or Uval4 The results are substantiated by the 
photograph at right, taken 24 hours later. 

This study was conducted by A. M. Kligman, M.D., Ph.D., 
Duhring Laboratories, University of Pennsylvania Medical School, 
Philadelphia, Pennsylvania. 


Comparative Absorption Curves for Eclipse, 
PreSun, Solbar, and Uval Demonstrate 

that Eclipse Provides the Most Absorption 
in the Critical Erythemal Range 


Equal weights of each product were diluted 1:10,000 in 
ethyl alcohol Resulting solutions were scanned against ethyl 
alcohol (reference sample) in a Cary 15 Spectrophotometer and 
quartz cuvettes of 10 mm. light path using standard procedures to 
Obtain the ultraviolet spectrum of each product. This graph 
depicts the results. Eclipse clearly allows the least transmission 
of light in the critical erythemal range of 290 to 320 my. 

In summary, these findings and those of other studies 
confirm that Eclipse is more effective than PreSun, than Uval, than 
Solbar! 


3. G. S Herbert report series #12 Available on request Vieni: 
4 G. S. Herbert report series #14 Available on request ERYTHEMAL 
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More reasons to recommend Eclipse: 


= A moisturizing base to prevent drying and chapping. Eclipse 


uses the Aquacare’ dry skin lotion base. 
m Longer lasting protection. 
= Permits a slow, even, long-lasting tan because it protects 


in the burning range but allows passage of certain tanning rays. 


G. S. Herbert Laboratories 
dermatology division of 


= Non-comedogenic. 


Allergan Pharmaceuticals 
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TABLE Ill à 7 
"The rating scale used for the study is as follows ad 

0- No Erythema O 1=Mild Erythema ~~, 

2=Moderate Erythema O 3=Marked Erythema EM 

4 - Marked Erythema with Edema 


ECLIPSE PRESUN SOLBAR UVAL 


Average ratings 
immediately 


after exposure 


Average ratings 
24 hours 
after exposure 


Average ratings 
48 hours 


after exposure 





Ranges appear in parenthesis 


Shedding light on the 
effectiveness of Balnetar 


Psoriasis involves a number of therapies such as the use of 


light with tar. Balnetar is a combination therapy in itself. Balnetar 


It contains soothing, antipruritic Alpha Keri® and chemically . . 
and biologically standardized Westwood? Tar. Alpha Keri water-dispersible 


softens the skin and helps relieve itching while the tar is emollient tar 
"treating" the psoriatic lesions. Easy to use Balnetar is uniform 
from batch to batch and causes minimal trauma to patients. More than just tar 


*Graphic illustrates Balnetar's substantivity photographed under black light. In 8 fi. oz. bottles. See PDR. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 





"Doctor, with 
my delicate skin... 
what kind of soap 
should I use?” æ 





Pure mild Ivory is one x the safest 


possible soaps you can recommend for 
delicate skin. More doctors recommend 


Ivory may safely be 


Ivory than any other soap? | 
used as an adjunct to treatment 
of scabies, seborrhea and 
It makes sense. immersionexperiments— impetigo. 
Ivorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest. least irritating 
chances of irritation. soaps you can recommend. 
‘Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


Summary of Procter & Gamble Market Research Study #69222, available on request to interested physicians 


y 


p- 


:The steroid in LIDEX Ointment 
is always 100% dissolved. 


INDICATIONS: LIDEX® (fluocinonide) Cream and Ointment 
are intended for the relief of inflammatory manifestations of 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated 
in vaccinia and varicella. 

Topical steroids are contraindicated in those patients with 
a history of hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: If irritation develops, the cream or ointment 
should be discontinued and appropriate therapy instituted. 
In the presence of an infection the use of an appropriate 


_ antifungal or antibacterial agent should be instituted. If a 


favorable response does not occur promptly, the cortico- 
steroid cream or ointment should be discontinued until the 
infection has been adequately controlled. If extensive areas 


mun bebe tha naannihilifur avinta af inaranandA avietamin ah 


[fluocinonide] 
Ointment 


sorption and suitable precautions should be taken. 
Although topical steroids have not been reported to have a. 
adverse effect on pregnancy, the safety of their use in preg 
nant females has not absolutely been established. Therefore 
they should not be used extensively on pregnant patients, i 
large amounts or for prolonged periods of time. 

LIDEX® (fluocinonide) Cream and Ointment are not for oph 
thalmic use. 

ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burning 
itching, irritation, dryness, secondary infection, folliculitis 
acneform eruptions, hypopigmentation, striae, skin atrophy 
HOW SUPPLIED: LIDEX 0.05% Cream — 15 g., 30 g. and 60 ¢ 
tubes. LIDEX 0.05% Ointment — 15 g., 30 g. and 60 g. tubes. 


CNNI i EM SYNTEX LABORATORIES, INC 





Introducing 
anew dimension 
in acne therapy 
from Westwood. 


DesquamxX.. 


5% or 10% Benzoyl Peroxide 


6% Polyoxyethylene Lauryl Ether "e 





Desquam-X is a combination of Benzoyl Peroxide and Polyoxyethylene Lauryl Ether. Benzoyl 
Peroxide releases oxygen to help control anaerobic Corynebacterium acne population and re- 
duces irritating free fatty-acids. Polyoxyethylene Lauryl Ether, introduced by Westwood in 1960, 
enhances the therapeutic value of Desquam-X by providing desquamation and drying. 
Desquam- X has a unique gel base with a 5.5 pH for increased stability and to maintain effi- 
cacy. This gel base is non-perfumed with a “firm” consistency and is easily applied for patient 
acceptance. Desquam-X is available with either 5% or 10% Benzoyl Peroxide concentration 


for greater therapeutic flexibility. 


Compatible with most topical or systemic acne therapy. 


DesquamX? „o 


CONTENTS: Desquam-X™ 5 contains 59% Benzoyl Peroxide, 6% 
polyoxyethylene lauryl ether, 37% ethyl alcohol, carboxy vinyl co- 
polymer, di-sodium edetate, di-isopropanolamine and water. 


Desquam-X™ 10 contains 10% Benzoyl Peroxide, 6% polyoxy- 
ethylene lauryl ether, 37% ethyl alcohol, carboxy vinyl copolymer, 
di-sodium edetate, di-isopropanolamine and water. 


INDICATION: A topical aid for the control of acne vulgaris. 


ACTION: Provides the desirable drying and desquamation needed in 
the topical treatment of acne. Desquam-X has been demonstrated to 
have anti-bacterial effects, especially against Corynebacterium acnes. 


DIRECTIONS FOR USE: After washing as instructed, rub 
Desquam-X into affected areas twice daily. In fair-skinned individ- 


DesquamxX0 d 


uals or under excessively dry atmospheric conditions it is suggested 
that therapy be initiated with one application daily. The desired de- 
gree of drying and peeling can be obtained by modification of the 
dosage schedule. 


CONTRAINDICATIONS: Not to be used in patients known to be 
sensitive to any ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes and mucous membranes. 
For external use only. Keep this and all medications out of the 
reach of children. 

NOTE: May bleach colored fabrics. 

HOW SUPPLIED: Plastic tubes 1.5 oz. (42.5 gm.). 


CAUTION: Federal law prohibits dispensing without prescription. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N. Y. 14213 
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LIDEX ‘fivocingnige) CREAM 0.05% 


FULL POTENCY THERAPY 
FOR WET STEROID-RESPONSIVE 
DERMATOSES | 


t'The steroid in LIDEX Cream is 
always 100% dissolved. 


INDICATIONS: LIDEX® (fluocinonide) Cream and Ointment 
are intended for the relief of inflammatory manifestations of 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated 
in vaccinia and varicella. 

Topical steroids are contraindicated in those patients with 
a history of hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: If irritation develops, the cream or ointment 
should be discontinued and appropriate therapy instituted. 
In the presence of an infection the use of an appropriate 
.antifungal or antibacterial agent should be instituted. If a 
favorable response does not occur promptly, the cortico- 
steroid cream or ointment should be discontinued until the 
infection has been adequately controlled. If extensive areas 
are treated, the possibility exists of increased systemic ab- 


sorption and suitable precautions should be taken. 
Although topical steroids have not been reported to have ar 
adverse effect on pregnancy, the safety of their use in preg 
nant females has not absolutely been established. Therefore: 
they should not be used extensively on pregnant patients, ir 
large amounts or for prolonged periods of time. 

LIDEX® (fluocinonide) Cream and Ointment are not for oph 
thalmic use. 

ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burnings 
itching, irritation, dryness, secondary infection, folliculitis 
acneform eruptions, hypopigmentation, striae, skin atrophy 
HOW SUPPLIED: LIDEX 0.05% Cream — 15 g., 30 g. and 60 gi 
tubes. LIDEX 0.0596 Ointment — 15 g., 30 g. and 60 g. tubes. 


PALO ALTO, CALIFORNIA 94304 





Especially effective against E. 
| T.rubrum 


i „with documented clinical 
and mycological evidence that 


Introducing 





BRAND 


miconazoie 
nitrate 


| by prescription only 
Major new topical antifungal 





therapy against three important 


pathogens* 


Description: MicaTin contains miconazole nitratet 
2%, formulated into a water-miscible cream base con- 
sisting of pegoxol 7 stearate, peglicol 5 oleate, min- 
eral oil, benzoic acid, and butylated hydroxyanisole. 
Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common 
dermatophytes, Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum. 
Indications: For topical application in the treatment 
of tinea pedis (athlete's foot), tinea cruris and tinea 
corporis caused by Trichophyton rubrum, Trichophy- 
ton mentagrophytes,and Epidermophyton floccosum. 
Contraindications: MicaTin brand miconazole nitrate 
cream has no known contraindications. 
Precautions: If a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medica- 
tion should be discontinued. 
For external use only. Avoid introduction of MicaTin 
into the eyes. 
Adverse Reactions: There have been isolated reports 
of irritation, burning, and maceration associated with 
application of MicaTin miconazole nitrate cream. 
Dosage and Administration: Sufficient MicaTin 
cream should be applied to cover affected areas 
twice daily, morning and evening. In intertriginous 
areas, the cream should be applied sparingly and 
smoothed in well to avoid maceration effects. 
Early relief of pruritus (first week) and early clinical 
improvement (one to two weeks) have been seen in 
treatment of infections caused by common derma- 
tophytes. If a patient shows no clinical improvement 
after a month of treatment, the diagnosis should be 
redetermined. 
How Supplied: MicaTin cream containing micona- 
zole nitrate at 296 strength is supplied in a 1-oz.tube. 
t Chemical name: 1-[2,4-dichloro-8-4 (2,4-dichloro- 
benzyl) oxy t phenethyl] imidazole mononitrate. 
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High clinical efficacy against three 
important fungal pathogens 

Over-all results in seven double-bfind 
studies: 77% of 188 patients with identified 
Trichophyton rubrum, Trichophyton 
mentagrophytes, Epidermophyton floccosum 
had a good-to-excellent clinical and myco- 
logical response to treatment.! In T. rubrum 
infections (132 patients) MicaTin produced 
82% excellent-to-good clinical response. 

Early relief of pruritus and other 
symptoms. Prompt subjective improvement 
is the rule. Relief of itching was noted in the 
first week of therapy in most patients. Signifi- 
cant objective improvement of lesions is 
commonly evident in 1 to 2 weeks, and the 
majority of infections are clinically and 
mycologically cleared in 4 weeks. 

Low incidence of irritation, although it 
should not be used in patients with known 
hypersensitivity to any of its ingredients. 
There have been a few isolated reports of 
“burning” sensation, irritation and 
maceration. 


Low relapse rate at one month 


after end of treatment. 


There were 121 patients who were avail- 
able for follow-up and who were clinically 
and mycologically clear at the end of treat- 
ment. Of these, 111 patients (9296) were still 
clinically and mycologically clear upon re- 
examination 4 weeks (median) later. 

1. Data on file, Dermatological Division, 
Johnson & Johnson. 


*Trichophyton rubrum, Trichophyton mentagrophytes AÀ 
and Epidermophyton floccosum in patients who pre- 
sented with tinea pedis, tinea cruris and tinea corporis. 


From the Dermatological Division of 


New Brunswick, New Jersey 08903 
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Washing with Fostex® Cream, Cake, or new Liquid gently peels the skin while 
it degreases and helps dry oily complexions. Fostex therapy is flexible to 
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Recommended by dermatologists for 18 years... Fostex medicated acne wash 
is now available in three forms: Cream, Cake and new Liquid. 


Supplied: Fostex® Cream acne skin cleanser and dandruff shampoo 414 oz. jars 
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Editorial 


Tribute to an Editor 


he life of an editor is one of 

incredible intensity lacking sig- 
nificant tangible or ego-inflating re- 
wards. I still remember vividly the 
day Bob Kierland called me into his 
office to say that he had been asked to 
serve for five years as the Chief Edi- 
tor of the Archives of Dermatology, 
succeeding Dr. Walter Lobitz, and 
that he wanted me to serve as his as- 
sistant. The memory remains so clear 
because I frequently wonder what 


- temporary lapse of judgment caused 


us to accept the task. The job was not 
one of those "instead of's" but was "in 
addition to." This meant that Bob 
agreed to continue to carry his large 
clinical and teaching responsibilities 
at the Mayo Clinie and at the same 
time to accept another almost full- 
time job as well Most of the 
ARCHIVES editing was done before or 
after daily working hours. 

The task was, and is, huge, amount- 
ing to the handling of some 700 man- 
uscripts and letters to the editor each 
year. Because of the review process, 
revisions, etc, the average manuscript 
requires a total of nine letters to be 
written to the author and reviewers. 
The editor leans heavily on his re- 
viewers, and it is necessary to select 
them with great care for their profi- 
ciency and objectivity. It is the editor 
who must make the final judgment 
based on the opinions of these ex- 
perts. Since the latter remain 
anonymous, it is the editor who 
catches the flak. Most authors accept 
the judgment graciously, but some re- 
ply with irate phone calls or letters; 
the editor is constantly harassed by 
discussions, pleas, deals, and even 
veiled threats whenever he attends a 
medical meeting. And the work never 
goes away; it is there day, night, 
weekends, and holidays. Returning 
from a week out of town may make 


Arch Dermatol/Vol 109, May 1974 


one wonder why he ever wanted to 
take a trip. 

But this is only part of the life of 
an editor. The most united and most 
vocal criticism develops at the time of 
a change in policy. The most intense 
outburst came at the time of the 
simultaneous change in cover format, 
size of the journal, and the addition 
of interspersed advertising. Several 
complaints were from readers who 
had had the shelves in their studies 
custom-built to fit 30 years of bound 
ARCHIVES that now would no longer 
fit. Others complained that the new 
size ruined the esthetic appearance of 
a straight line of books. Petitions 
were received stating that, if a 
change were not soon forthcoming, 
all "the undersigned" would cancel 
their subscriptions. These people were 
far more interested in the color of the 
cover than in the scientific merit of 
the articles within. Although these 
decisions regarding policy were not 
those of the Chief Editor, the cries of 
protest were directed to him since he 
was a name and a person they knew. 
Just as the reviewers could avoid di- 
rect confrontation by their anonym- 
ity, the editorial office in Chicago 
could avoid attack because of its im- 
personality. The editor had neither 
shield. 

An editor can only work with what 
he receives in the way of manuscripts. 
Although Bob successfully solicited 
and published several excellent re- 
views, the majority of the manu- 
scripts were received without such so- 
licitation. It is frequent to hear the 
question, “why does the ARCHIVES ac- 
cept an article like this?” The inter- 
rogator should see the quality of 
those manuscripts that have been 
rejected! 

I relate all of this in order to give 
you some small idea of what is in- 


volved in being an editor; and to show 
why Bob Kierland was a great one. 
He handled his large work load "with 
efficiency and with relative tranquil- 
ity. I say "relative" because there 
were certainly oceasions of tension 
and frustration when great wreaths 
of cigarette smoke would engulf him. 
He could usually, though, find humor 
even in the most absurd situations. 

Still, there are qualities even more 
important for an editor than broad 
shoulders and a thick skin. Bob 
possesses the uncommon traits of 
treating with absolute fairness with- 
out prejudice any man, even a col- 
league (on one occasion while-I was 
assistant editor, he rejected a manu- 
script of mine), strict honesty, and 
the almost unique ability to “tell 
it like it is.” Bob never avoided an 
important issue in a conversation 
whether it was with an author, a 
friend, or an acquaintance. 

It is a rare man indeed who is ever 
asked to become editor of an impor- 
tant medical journal and I suspect it 
is even a rarer man who accepts the 
challenge. I doubt that a man exists 
who would accept the challenge a sec- 
ond time. I am certain there must be 
rewards, but I am not at all certain 
what they are. Possibly there is an 
immediate ego satisfaction but this 
only lasts the first few weeks or 
months. Possibly there is the satisfac- 
tion of "doing something signifi- 
eant," but Bob Kierland had been in- 
volved in highly significant functions 
for most of his professional career 
and he hardly needed anything else. 
Although I worked closely with Bob 
on a day-by-day and a night-by-night 
basis during almost four of the five 
years of his tenure with the AR- 
CHIVES, I still have no idea why he ac- 
cepted the job. But I think that all of 
us agree that it was a great day for 
American dermatology when Bob 
Kierland agreed to assum responsi- 
bility for the ARCHIVES. I feel certain 
that he is relieved to have completed 
his tenure and that he must feel most 
gratified to hand down his legacy to 
the superb new editorial team from 
San Francisco. 

W. MITCHELL SAMS, JR., MD 
Denver 
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Original Contributions 


Fibrinolytic Therapy for Vasculitis 
of Atrophie Blanche 


James N. Gilliam, MD; James H. Herndon, MD; Stephen D. Prystowsky, MD, Dallas 


Five patients with typical clinical and 
histologic features of atrophie blanche 
(livedo reticularis with summer ulcera- 
tions) have been observed during the past 
2'2 years. All of these patients have re- 
sponded favorably to administration of 
phenformin and ethylestrenol. 


trophie blanche (or livedo re- 
tieularis with summer ulcera- 
tions)' is a condition that is character- 
ized by periodic painful ulcers on the 
lower extremities.** Typical lesions 
begin as purpuric infiltrated papules 
and plaques that undergo superficial 
necrosis and eventually heal, with re- 
sidual white atrophic scars. The le- 
sions often cause pain far out of pro- 
portion to their apparent severity and 
are notoriously resistant to therapy. 
This disease affects young to middle- 
aged women; it runs a chronic recur- 
rent course, and it is usually not asso- 
ciated with any underlying systemic 
disease process. 

The histologic features of the 
biopsy specimen vary with the age of 
the lesion; however, a constant and 
prominent finding is the presence of 
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fibrinoid material in the superficial 
blood vessels. This finding prompted 
Gray and co-workers? to state that 
the areas of cutaneous necrosis in- 
volving the epidermis and superficial 
corium are most likely the sequelae of 
infaretion due to vascular occlusion 
by fibrin. Though atrophie blanche is 
usually considered to be a form of cu- 
taneous vasculitis,? the relative lack 
of polymorphonuclear leukocytes and 
the absence of nuclear fragments 
about small vessels sets this condition 
apart from cases of necrotizing cuta- 
neous vasculitis, which appear to re- 
sult from the deposition of immune 
complexes.‘ The evidence thus sug- 
gests a critically important differ- 
ence in the pathogenesis of these two 
clinically similar disorders: antigen- 
antibody complexes and deposition 
of serum complement may play no 
causative role in atrophie blanche; 
while in necrotizing cutaneous vascu- 
litis, they may trigger the injurious 
sequence, 

No effective treatment has been 
found. Use of elastic supportive stock- 
ings, cautery using silver nitrate or 
other chemicals, topical and systemic 
steroid therapy, and the use of occlu- 
sive dressings have afforded tempo- 
rary relief, at best." Sympathectomy 
has been tried without success.’ 
Treatment with sulfones and related 
compounds, whose anti-inflammatory 
effects are still only partially under- 
stood, has not been helpful. Dextran 


infusions and anticoagulants have 
been used in isolated cases, with occa- 
sional improvement.’ 

During the past 2% years, we have 
observed five patients with the typi- 
cal clinical features of atrophie 
blanche during treatment with drugs 
known to increase endogenous fibri- 
nolytie activity. The purpose of this 
report is to describe these cases and 
the response that was obtained with 
this relatively new form of therapy. 


Report of Cases 


CASE l.—A 43-year-old white woman 
with a 30-year history of recurrent, painful 
ulcerations of both feet and ankles was 
first seen in April 1971. Her previous phy- 
sicians had diagnosed her illness as cutane- 
ous vasculitis, without further qual- 
ification, and had prescribed a variety of 
therapeutic measures, without response. 

An examination showed that there were 
large areas of hyperpigmentation over 
both feet and ankles. There were numer- 
ous superficial ulcers, together with tel- 
angiectatic, purpuric areas and scattered 
petechiae. Small hemorrhagic crusts and 
irregularly shaped white atrophic scars 
were present (Fig 1). 

A biopsy specimen was obtained from an 
early nonulcerated lesion. The principal 
histologic features are shown in Figures 2 
and 3. (In the other cases, there were sim- 
ilar histologic changes). 

In July 1971, a regimen of phenformin, 
50 mg twice daily, and ethylestrenol, 2 mg 
twice daily, was prescribed. After one 
month of therapy, the patient observed a 
striking diminution in pain; all of the ul- 
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Fig 2.—Section from nonulcerated le- 
sion; epidermis is atrophic; a dense par- 
akeratotic scale is present; RBC are scat- 
tered through connective tissue of upper 
dermis; blood vessels of superficial corium 
are filled with an eosinophilic homo- 
geneous material (case 1) (hematoxylin- 
eosin, original magnification X 250). 


Fig 3.—Superficial blood vessel is 
plugged by fibrinoid material. Note relative 
lack of cellular infiltrate (case 1) (hema- 
toxylin-eosin, original magnification 
x 700). 








cers showed evidence of healing. No new 
lesions appeared after institution of ther- 
apy. Four months after the initiation of 
therapy, there was healing of all lesions 
(Fig 4). 

During the subsequent months, the pa- 
tient remained entirely asymptomatic 
while receiving therapy. Her medication 
was discontinued in December 1972. After 
three asymptomatic months, she noted a 
recurrence of painful, purpuric papules; 
the eruption responded quickly to reinsti- 
tution of treatment with phenformin and 
ethylestrenol. Another interruption of ther- 
apy was attempted in October 1973. One 
month later a 2-mm purpuric but nonpain- 
ful papule was noted below the right me- 
dial malleolus. The earlier regimen was 
again resumed in November; all symptoms 
subsided rapidly. Throughout the course, 
the only side effects that occurred were 
transient nausea and marked reduction in 
menstrual flow. A progestational supple- 
ment (medroxprogestrone acetate), pre- 
scribed for the last five days of her cycle, 
allowed normal menses. 

CasE 2.—A 13-year-old white girl with a 
history of recurrent, painful ulcerations of 
both feet and ankles for six years was seen 
in September 1972 (Fig 5). She had previ- 
ously received systemically administered 
steroids and sulfones, without benefit. Af- 
ter baseline laboratory studies were per- 
formed and a biopsy specimen had been 
obtained, treatment was begun with 50 mg 
of phenformin and 2 mg of ethylestrenol, 
both of which were administered twice 
daily. Three weeks after the start of treat- 
ment, the patient noted relief from pain; 





Fig 1.—Prior to therapy (case 1). 


by six weeks, complete healing had oc- 
curred (Fig 6). 

In September 1973 an exacerbation of 
painful, purpurie papules followed by su- 
perficial ulcerations occurred despite con- 
tinued therapy. This episode followed 
closely a resumption of active physical 
exercise in cheerleading and gymnastics. 
An increase in the dose of ethylestrenol 
from 4 to 8 mg per day resulted in prompt 
improvement. In contrast to the experi- 
ence of patient 1, no menstrual irregu- 
larities have been noted at either dosage 
level. 

CasE 3.—A 49-year-old white woman 
with a history of recurrent painful ulcera- 
tions of both ankles for two years was seen 
in October 1972. The lesions had recurred, 
without regard to season, and had healed 
very slowly. Previous systemic steroid ad- 
ministration appeared to relieve the symp- 
toms; however, each time this therapy 
was discontinued her ulcers recurred. A 
physical examination disclosed cutaneous 
changes similar to those described in pa- 
tients one and two. After three weeks of 
administration of phenformin and eth- 
ylestrenol, her severely and very persist- 
ently painful ulcers became non-painful, 
and after two months of therapy, they had 
healed. 

The patient remained asymptomatic un- 
til the regimen was interrupted in May 
1973. After two months without treatment, 
she developed two painful purpuric papu- 
lonodules on the left ankle; therapy with 
both agents was resumed. In July, the dose 
of ethylestrenol was raised from 4 to 8 mg 
daily because the response was slower than 
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expected. All ulcerations then healed. She 
has remained symptom-free and has had 
no masculinizing effects during the four 
months while receiving the higher dose of 
the drug. 


CASE 4.—A 35-year-old white woman was 
seen in April 1973 fer painful leg ulcers. 
* She had suffered intermittent, painful, su- 
perficial, scarring ulcerations for 12 years. 
The clinical appearance was that of at- 
rophie blanche. Other medical illnesses 
included migraine headaches and retroper- 
itoneal fibrosis. Treatment with phenfor- 
min, 100 mg/day, plus ethylestrenol, 4 
mg/day, was started on the first visit. The 
pain disappeared within ten days and the 
ulcers were almost healed in five weeks. 
The dosage of both phenformin and eth- 
ylestrenol was then reduced to 50 mg and 2 
mg daily, respectively. This change re- 
sulted in the reappearance of tender cuta- 
neous ulcers on both legs within one week. 
The dosage of both agents was then re- 
stored to the original level; complete heal- 
ing occurred in five weeks. Treatment with 
both agents was then discontinued en- 
tirely, resulting in the occurrence of new 
ulcers within two months. Reinstitution of 
therapy resulted in resolution within ten 
days. Subsequently, she has remained 
asymptomatic while receiving treatment. 

CASE 5.—A 25-year-old white woman had 
recurrent, painful ulcers since January 
1969. A physical examination showed that 
she had cutaneous lesions typical of at- 
rophie blanche. The lesions had failed to 
respond to heparin sodium, prednisone, or 
sulfapyridine therapy. Treatment with 
pentazocine hydrochloride and pentazocine 
lactate was required continuously for inca- 
pacitating pain. 

Administration of 50 mg of phenformin 
and 4 mg of ethylestrenol, both of which 
were given twice daily, was begun in Sep- 
tember 1972. Definite relief of pain and 
healing of ulcers was noted within one 
month, and complete healing occurred in 
four months. For the first time in three 
years, the patient was able to discontinue 
analgesic medication. Side effects from 
ethylestrenol, which was administered at a 
relatively high dosage, included a gain of 
6.8 kg (15 Ib) in weight and amenorrhea, 
but not acne, hirsutism, or cholestasis. 


She remained asymptomatic while on 
the above regimen, but the lesions flared 
within three months when the dose of eth- 
ylestrenol was reduced to 2 mg daily to re- 
lieve side effects. Subsequently, her lesions 
became inactive during administration of 6 
mg of ethylestrenol daily (along with phen- 
formin, 100 mg). There has been no sub- 
stantial weight gain at this dosage, but she 
continues to be amenorrheic. 
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Fig 4.—Four months after initiation of 
therapy (case 1). 


Observations 


Except for the skin lesions, all five 
patients had normal physical findings 
on examination. All had a normal 
blood pressure and easily palpable pe- 
ripheral pulses. There was no evi- 
dence of peripheral venous disease. 
None had experienced any serious 
medical illnesses. 

All of patients had negative reac- 
tions or normal values on the follow- 
ing laboratory determinations: com- 
plete blood cell count (white blood cell 
[WBC] count, hemoglobin, hemato- 
crit, and qualitative platelet assess- 
ment), erythrocyte sedimentation 
rate, cryoglobulins, latex fixation 
test, antinuclear antibody test, serum 
protein electrophoresis, serum elec- 
trolytes, blood urea nitrogen (BUN), 


serum calcium, serum alkaline 
phosphatase, and serum glutamic 
oxaloacetic transaminase (SGOT). 


Serum complement (C’3) levels were 
measured in two cases and were nor- 
mal. 

The following determinations were 
obtained biweekly during the first 
three months of therapy and monthly 
thereafter: WBC count, hemoglobin 
level, hematocrit reading, qualitative 
platelet assessment, SGOT value, se- 
rum alkaline phosphatase value, bili- 
rubin value, BUN value, and serum 
creatinine value. During the entire 
course of these studies, there was no 
laboratory evidence of drug toxicity. 

All of the patients responded to ad- 
ministration of the drug combination 





Fig 6.—Six weeks after initiation of ther- 
apy (case 2). 


with relief of pain by the third or 
fourth week of treatment and had 
progressive healing of all lesions. In 
our experience, new lesions did not 
develop after initiation of therapy. 


Comment 


The selection of phenformin and 
ethylestrenol for treatment of at- 
rophie blanche was based on the fol- 
lowing information: (1) Histologic 
studies done in 1966 by Gray et 
al suggested that an underlying 
thrombo-occlusive process is the ma- 
jor destructive event in this dis- 
ease.’ (2) An association between cu- 
taneous vasculitis and decreased 
blood-fibrinolytic activity was estab- 
lished by Cunliffe in 1968.° (3) In 1971, 
Cunliffe and Menon reported that 
there was clinical improvement in 
nine of ten patients with a group of 
similar vascular diseases when they 
were given phenformin and eth- 
ylestrenol.’ 

In 1964, Fearnley and Chakrabarti‘ 
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Fig 7.—Proposed mechanism of fibrinolytic therapy using phenformin and ethylestre- 
nol; drugs enhance effect of plasma or tissue plasminogen activators or both; additional 
evidence suggests that anabolic steroids reduce levels of fibrinogen in plasma. 


were the first to find that these two 
drugs enhanced endogenous blood 
fibrinolytie activity. The exact mecha- 
nism of the drugs' action is unknown. 
However, it has been proposed that 
both agents potentiate the action or 
enhance synthesis of normally pres- 
ent plasminogen activators in the 
plasma or the tissue or both, which 
leads to conversion of plasminogen to 
plasmin? (Fig 7). The action of plas- 
min on fibrin then results in fibri- 
nolysis. Agents with anabolic activity 
(though not ethylestrenol) also de- 
press the level of fibrinogen in 
plasma, another effect that reduces fi- 
brin formation.” Either ethylestrenol 
or phenformin alone exerts a tran- 
sient fibrinolytic effect; it is only in 
combination that the persistence of 
this effect can be assured. 

The toxic potential for the drug 
combination phenformin/ethylestre- 


Arch Dermatol/Vol 109, May 1974 


nol appears relatively small. Phenfor- 
min may produce nausea or anorexia, 
and patients should be warned not to 
fast for long periods, to avoid the 
theoretical risk of lactic acid acidosis. 
Ethylestrenol, an anabolic steroid 
with androgenic properties, may 
cause fluid retention, signs of mas- 
culinization, or cholestasis. However, 
the masculinization and cholestatic 
potential is greatly reduced by the 
presence of an ethyl instead of a 
methyl group at the 17a position. 
Cunliffe found that an ethylestrenol 
dosage of 8 mg/day uniformly pro- 
duced amenorrhea, an observation 
supported by the findings in our case 
1 and case 5. However, we have not 
detected any evidence of cholestasis 
or other hepatocellular injury on se- 
rial routine liver function studies, nor 
has clinical evidence of masculiniza- 
tion been noted with this dose. 


This investigation was supported in part by a 
grant from the Dermatology Foundation. J.N. 
Gilliam, MD, is the recipient of a fellowship from 
the Veterans Administration Hospital System. 

R. Edward Spencer, MD, and Thonfas L. 
Shields, MD, gave permission to report cases 4 
and 5, respectively. 


Nonproprietary Names and 
Trademarks of Drugs 


Dextran 40—Gentran 40, LMD, Rheomacro- 
dex, Rheotran. 

Ethylestrenol—Mazibolin. 

Pentazocine hydrochloride- Talwin Hydro- 
chloride. 

Pentazocine lactate—Talwin Lactate. 

Phenformin hydrochloride—DBI, DBI-TD, 
Meltrol. 
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Immunotherapy of Malignant Melanoma 
With Vaecinia Virus 


Henry H. Roenigk, Jr., MD; Sharad Deodhar, MD, PhD; 
Robert St. Jaeques, MD; Kenneth Burdick, MD, Cleveland 


Twenty patients with either stage II or III 
metastatic malignant melanoma were 
treated with vaccinia virus injections into 
the tumor nodules. Average survival was 
32.2 months for stage Il and 4.6 months 
for stage lll. 

Delayed hypersensitivity skin tests 
and 2,4-dinitrochlorobenzene sensitization 
were positive. Indirect immunofluores- 
cence demonstrated humoral antibodies. 
Cellular cytotoxicity, as demonstrated by 
the colony inhibition technique, was 
strongly positive in all patients who made 
a good response to immunotherapy. 
Blocking antibodies were not found in the 
treated group. 

Vaccinia virus immunotherapy may act 
by activation of specific immune mecha- 
nisms or may reflect a nonspecific, cy- 
totoxic, inflammatory reaction. This study 
supports the concept that vaccinia virus 
may activate the production of cell-media- 
ted, cytotoxic immunity against mela- 
noma cells. This cytotoxic immunity has 
been isolated with transfer factor and 
given to other patients with metastatic 
melanoma. 


he field of tumor immunology 

in both animal and human tumor 
systems has progressed rapidly in the 
past decade. In human cancer, this 
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evidence has come largely from the 
demonstration of tumor-specific anti- 
gens and from in vitro studies dem- 
onstrating both cellular and humoral 
immunity with cytotoxic effect on tu- 
mor cells.’ 

Morton and co-workers,’ using indi- 
rect immunofluorescent techniques, 
demonstrated humoral antibodies to 
melanoma cells in patients with mela- 
noma. They found the highest titers 
of antimelanoma antibodies in pa- 
tients with localized metastasis of 
melanoma. 

In 1960, Burdick? and Burdick and 
Hawk’ reported prolonged remission 
of metastatic melanoma after re- 
peated injections of vaccinia virus 
into cutaneous metastatic nodules of 
melanoma. At that time, they were 
unable to demonstrate any cytotoxic 
activity of the patient’s serum after 
therapy. 

In the past ten years, 20 patients 
with metastatic melanoma have been 
treated by this technique at the 
Cleveland Clinic; major regression of 
the melanomas has occurred in eight 
patients who had stage II disease. 
The stages are defined as follows: 
stage I (localized melanoma)—pri- 
mary melanoma untreated or re- 
moved by excision biopsy within one 
month, locally metastatic or recurrent 
melanoma or both, and multiple pri- 
mary melanomas; stage II (metasta- 
sis confined to regional lymph 


nodes)—primary melanoma present 
with simultaneous metastasis, pri- 
mary melanoma controlled with sub- 
sequent metastasis, locally recurrent 
melanoma with metastasis, and un- 
known primary melanoma with me- 
tastasis; and stage III (disseminated 
melanoma)—organic or multiple lym- 
phatie metastasis or both and mul- 
tiple cutaneous or subcutaneous me- 
tastasis or both. 

With newer culture techniques, im- 
munofluorescent tests and colony in- 
hibition tests as described by Hellst- 
rom,' we can now measure cellular 
and humoral cytotoxicity to mela- 
noma cells in culture and possible cy- 
totoxic effects to vaccinia virus immu- 
notherapy. Four patients have been 
studied extensively by immunologic 
techniques. In addition to producing 
clinical remission of metastatic mela- 
noma, preliminary evidence suggests 
that we may have stimulated cellular 
immunity against metastatic mela- 
noma. 


Methods and Materials 


Routine Studies.—A]l patients had com- 
plete histories taken and physical exami- 
nations, routine hematological and bio- 
chemical tests, liver and brain scans, bone 
surveys, quantitative immunoglobulin de- 
terminations, and melanin determinations 
on urine were performed. Roentgenograms 
of the chest and abdomen were made. 

Delayed hypersensitivity skin tests to 
different agents (purified protein deriva- 
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tive, monilial extract, varidase, and 
mumps” vaccine) were performed. Sensi- 
tization to 2,4-dinitrochlorobenzene 
(DNCB) was tested in addition to phenylal- 
anine-induced blast transformation study 
on peripheral lymphocytes as a measure of 
overall cellular immunity. 

Special Immunological Studies.—Detec- 
tion of-serum antibodies to melanoma cells 
by immunofluorescent techniques (with 
acetone-fixed melanoma imprints and mi- 
crocytotoxic techniques for detection of 
cell-mediated immunity in vitro involving 
cell inhibition) were performed.* 

These colony inhibition techniques were 
done with and without the patient's serum 
so that possible enhancing antibodies could 
be detected. The tissue culture was mela- 
noma tumor cells grown on a special tissue 
culture medium (Waymouth) fortified with 
fetal calf serum. Appropriate controls in- 
cluded reactions against the patients’ own 
skin fibroblasts or other tumor cells such as 
breast cancer cells and normal lympho- 
cytes against melanoma cells. In the test 
for humoral antibodies, human serum com- 
plement was used. The ratio of lympho- 
cytes to target cells was that recommended 
by Hellstrom.* The possible presence of se- 
rum blocking antibodies was tested by 
these cytotoxic techniques. Studies were 
also performed to detect HL-A antigens on 
the melanoma cells, skin fibroblasts, and 
lymphocytes. 

Vaccinia Virus Therapy.—Patients with 
stage II disease with regional metastasis 
(skin and lymph nodes) were candidates 
for vaccinia virus therapy. Early in the 
study, some patients with stage III disease 
were treated. Before therapy, the largest 
tumor nodules were surgically removed. 
Regional lymph nodes were not removed. 
The vaccinia virus (from the lymph of 
calves inoculated with the virus) in one 
glass tube was diluted with up to 0.5 ml of 
saline and was injected directly into the 
tumor nodules. Depending on the severity 
of local and systemic reaction to the virus, 
subsequent injections of up to five tubes of 
vaccinia virus diluted with 0.5 ml of saline 
were injected at two-week intervals. A 
modified, accelerated type of vaccinia reac- 
tion with redness, swelling, and induration 
of the nodules was observed in about four 
days, sometimes accompanied by fever, 
chills, and nausea. 


Results 


During the ten-year period from 
1960 to 1970, 476 patients with malig- 
nant melanoma were seen at the 
Cleveland Clinic. Twenty patients 
with metastatic melanoma were 
treated with vaccinia virus therapy 
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during this time. The clini- 
copathologie stage of these cases 
shows a much more prolonged sur- 
vival in the stage II treated patients. 
Their survival after vaccinia virus 
therapy was 37.5 months (range, 18 to 
72 months) average for the eight 
stage II patients compared to only 4.6 
months (range, 1 to 12 months) for 12 
stage III patients. 


Report of Cases 


Summary of Stage III 
Metastatic Melanomas 
Treated With Vaccinia Virus 

Case l.—In 1948, a 64-year-old woman 
had developed an amelanotic melanoma 
that was excised primarily. In September 
1960, when skin and lung metastasis ap- 
peared, smallpox vaccine was injected into 
the skin nodules, The skin lesions resolved 
in one month but lung lesions remained un- 
changed, and the patient died in February 
1961 of metastasis. 

CasE 2.—A 71-year-old man had a mela- 
noma excised from the neck in 1958. In Au- 
gust 1960, metastasis to skin, bone, and 
lymph nodes was found. Smallpox vaccina- 
tion was begun but he died of metastasis 
in November 1960. 

Case 3.—A 39-year-old woman had a le- 
sion cauterized on the right calf in 1950. In 
July 1952, excision of a recurrence to the 
lesion disclosed metastatic melanoma. In 
January 1953, there was evidence of local 
recurrence plus carcinoma of the cervix. 
Perfusion with thiotepa, mechlorethamine 
hydrochloride, and methotrexate followed. 
When she came to the Cleveland Clinic in 
August 1961, she had massive recurrences 
in the right leg and groin. Cobalt therapy 
and hypothermia were attempted, but no 
more abdominal internal metastasis oc- 
curred. A few lesions on the skin were 
treated by smallpox vaccination (Septem- 
ber and October 1961) but she died a month 
later. 


CasE 4.—A 31-year-old man had a mela- 
noma of the upper back excised in April 
1959. In August 1960, at the Cleveland 
Clinie, there was metastasis to skin, right 
axilla, supraclavicular lymph node, and 
lung. Smallpox vaccination was started 
with minimal response, and death from 
metastasis occurred in December. 

Case 5.—A 66-year-old man had enulcea- 
tion of the right eye performed in 1958 for 
melanoma. In February 1960, metastasis 
to liver and skin was noted. Systemic ther- 
apy with triethylenemelamine and mechlor- 
ethamine hydrochloride produced no 
change. Smallpox vaccination was started 
with no reaction; death from metastasis 


occurred in September. 

Case 6.—A 37-year-old woman *had a 
melanoma removed from the right $oot in 
1954. In May 1959, metastasis to skin (15 
nodules), lower abdomen, and rectum was 
noted. Thiotepa and smallpox vaccination 
produced no response. Death from metas- 
tasis occurred in July. 

CASE 7.—In December 1959, a 60-year-old 
woman had an amelanotic melanoma of 
the urethra treated by  electrocautery. 
Lymph node and lower abdominal metas- 
tasis was noted in March 1960. Pelvic per- 
fusion and, later, smallpox vaccine injec- 
tions into lymph nodes were attempted 
with a slight systemic reaction. Death due- 
to metastasis occurred in July. | 

Case 8.—A 41-year-old man had a mèla- 
noma excised from the midback in June 
1961. Metastasis was noted in neck, axilla 
lymph nodes, and scalp. Neurological 
symptoms were suggestive of nervous sys- 
tem metastasis. Smallpox vaccination was 
done in March 1963, but the patient died of 
metastasis in May. 

CasE 9.—A 30-year-old man had a mela- 
noma excised from his back in April 1970. 
One month later, a large ulceration of the 
skin appeared at the site of the primary le- 
sions. Reexcision of the ulcer showed no 
metastasis, and the chest x-ray film was 
normal in May. In July, there was local re- 
currence of amelanotie melanoma at the 
edge of the skin graft. A chest x-ray film 
disclosed metastatie nodules in the lungs. 
Delayed hypersensitivity skin tests were 
all negative. Smallpox vaccination of the 
skin recurrence, started in August, pro- 
duced some systemic and local response, 
but chest x-ray film in October showed in- 
creasing numbers of metastatic nodules. 
The patient died of metastasis in Novem- 
ber. 

CasE 10.—A 31-year-old man had a mela- 
noma of the neck excised in February 1962. 
There was no evidence of recurrence until 
April 1967, when two skin lesions devel- 
oped in addition to lung and bone metasta- 
sis. Smallpox vaccination, started in April, 
resulted in some local and systemic reac- 
tion, but new nodules developed. The pa- 
tient was also given haptene therapy, but 
he died in September of metastasis. 

Case 11.—A 31-year-old man had a mela- 
noma excised from the right clavicular 
area in August 1969. In February 1970, 
metastasis to the skin of chest, face, and 
sealp was noted. In May, all local recur- 
rences were reexcised. Delayed hyper- 
sensitivity skin tests and DNCB tests were 
positive. In August, the melanoma re- 
curred at the edge of the graft, scalp, 
and eyebrows. Smallpox vaccination was 
started, with good local and systemic re- 
sponses. Smallpox vaccine injections into 
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Fig 1.—Metastatic melanoma before im- 
munotherapy (patient 18). 


the skin nodules were continued until De- 
cember, when the patient underwent oper- 
ation for brain metastasis. He died in June 
1971. 

CASE 12.—A 28-year-old woman was ad- 
mitted to the Cleveland Clinie Hospital in 
February 1959 with metastatic malignant 
melanoma lesions on the left thigh and ab- 
domen. A mole had been removed from an- 
other location of the left leg in 1957; lymph 
nodes were removed shortly thereafter. 
Smallpox intralesional injections were 
given at regular intervals for 23 months. 
The patient died of metastasis two months 
after the last injection. 

Summary of Stage II 
Metastatic Melanomas 
Treated With Vaccinia Virus 

Case 18.—A 62-year-old woman had a 
melanoma excised from her right heel in 
May 1961. Smallpox vaccine was injected 
into the primary melanoma three days be- 
fore surgery. There was a severe systemic, 
localized reaction and regression of local 
inguinal lymph nodes. No local recurrence 
of the tumor was noted in September 1962, 
but the patient died of metastasis in No- 
vember. 

Case 14.—A 69-year-old woman had a 
melanoma excised from her left foot in Oc- 
tober 1958. In May 1960, there was metas- 
tasis to skin in the region of the previous 
excision; inguinal lymph nodes were en- 
larged. Smallpox vaccination was started, 
with good local and systemic reaction and 
regression of nodules. An inflammatory 
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Fig 2.—Metastatic melanoma two days 
after smallpox virus immunotherapy (pa- 
tient 18). 
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Fig 4.—Metastatic melanoma one year 
after completion of smallpox immuno- 


therapy. No clinical or histological evi- 
dence of melanoma (patient 18). 


vitiligo was noted in August 1961, and all 
nodules were regressing. There was no 
further evidence of recurrence and no 
treatment was administered until Decem- 
ber 1964, when the patient complained of 
pain in the left lower quadrant. Lym- 
phangiograms showed abnormal retroperi- 
toneal lymph nodes. An exploratory lap- 
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Fig 3.—Metastatic melanoma ten days 
after smallpox virus immunotherapy (pa- 
tient 18). 


arotomy showed no metastasis except to 
these nodes, which were removed. Small- 
pox vaccine injection into the left thigh 
was started again with good local and sys- 
temic reaction. Herpes zoster developed in 
June 1965. In August, new cutaneous nod- 
ules developed and a cordotomy was per- 
formed for relief of severe pain in the left 
hip and leg. In January 1966, more cutane- 
ous nodules developed and the patient died 
of metastasis in May. 

Case 15.—A 31-year-old woman had an 
amelanotic melanoma excised from her 
left leg in February 1960. Localized skin 
metastasis was noted in June and later 
was treated with x-radiation therapy. In 
September and December 1960 and Febru- 
ary 1961, several large nodules were re 
moved surgically. The patient continued to 
have satisfactory systemic reactions from 
smallpox vaccination. In May, there were 
no recurrences and the patient had a nor- 
mal pregnancy. When she was last exam- 
ined in June 1964, she was in good health 
with no recurrence. She has been lost to 
follow-up. 

Case 16.-In April 1970, a 43-year-old 
man had a melanoma excised from the 
right axilla. He did well for a few months; 
in November, a pigmented recurrent lesion 
in the region of the original lesion was re- 
moved. At physical examination, a 3-mm 
pigmented, elevated, nodular lesion at the 
upper edge of the operative scar on the 
right lower back was seen, as was a 4 to 5- 
em scar on the right axilla. Otherwise, the 


Malignant Melanoma/Roenigk et al 





results of physical examination were nor- 
mal.  » 

Smallpox inoculation of the tumor was 
started, and the patient developed a slight 
local inflammation at that site. No sys- 
temie reaction was noted. He had a posi- 
tive reaction to the DNCB test that was 
done at that time. The patient returned for 
a few more injections; in January 1972, he 
complained of a chest-cold of several days 
duration. A chest x-ray film showed nodu- 
lar lesions, and the patient was admitted 
for evaluation of possible metastatic mela- 
noma in the lungs. In February, the pa- 
tient had a discrete nodule in the right 
lung field. A liver scan showed two areas of 
decreased radioactivity. The brain also 
showed a similar area in the left temporal 
lobe. An electroencephalograph was abnor- 
mal. A pulmonary biopsy specimen showed 
atypical cells compatible with malignant 
disease. The chest x-ray films showed pro- 
gressive massive involvement and multiple 
lesions. He was given dacarbazine (270 mg 
for five days), carmustine (270 mg for one 
day), and hydroxyurea (Hydrea) (2,500 mg 
a day for five days). The patient was read- 
mitted in March for another course of cy- 
totoxic agents, but died of metastasis in 
May. 

Case 17.—A 48-year-old man noted a 
lump in his right: groin in November 1969. 
Excision of the area showed a lymph node 
containing a malignant melanoma. No pri- 
mary site of the melanoma was found. He 
came to the Cleveland Clinic in March 
1970. A large, tender mass in the right 
groin had appeared a few weeks before. 
The review of all systems showed back 
pain, sinusitis, and history of heart mur- 
mur, peptic ulcer, rheumatic fever, and be- 
nign prostatic hypertrophy. 

Physical examination showed a grape- 
fruit-sized mass in the right groin; the 
overlying skin was very tense, red, tender 
and warm. The patient was normal except 
for a temperature of 37.8 C (100 F) and the 
skin lesion. He also had a few verrucae vul- 
garis. 

Reexcision of the mass disclosed an amel- 
anotic melanoma. The wound healed with 
no difficulty. Two months after the oper- 
ation, the patient returned for a follow-up 
visit. He had a dark, 4-mm nodule about 1 
em below the excision, which was diag- 
nosed as a recurrent, malignant mela- 
noma. He had no adenopathies and no evi- 
dence of any recurrence in any other 
region. It was decided to give him vaccinia 
virus injections into the lesion. These injec- 
tions produced inflammatory changes and 
the lesions gradually diminished in size 
and disappeared in a period of two months 
after five injections. There has been no re- 
currence and the patient was in excellent 
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health at the time of his last checkup in 
January 1974. 

The lymphangiogram showed possible 
involvement of the right iliac and aortic 
nodes, although this was questionable due 
to the marked inflammation and infection 
in the area of the tumor. The brain scan 
was normal; the liver scan showed a cer- 
tain degree of enlargement of the liver, 
and the possibility of other disease was 
suggested. The chest x-ray film was nor- 
mal; x-ray films of the total spine showed 
demineralization of the thoracic and lum- 
bar spine and a degenerative disk region 
at L.-S,. The patient had a positive DNCB 
test before treatment. During smallpox 
therapy, he showed a slight increase in his 
IgA and IgM. Phytohemagglutinin blast 
transformation was normal, and he had 
marked toxicity with both serum and lym- 
phocytes against melanoma cells. 

CasE 18.—A 69-year-old woman had no- 
ticed a brown, flat spot on her left cheek 
about three years before. An outside 
biopsy specimen showed a lentigo maligna; 
it was closely observed. Gradually, the le- 
sion seemed to extend medially on the 
cheek. 

In April 1971, the lesion was excised and 
grafting was done. A few cervical nodes 
were removed but did not contain any 
melanoma. The lesion that was excised was 
a malignant melanoma. Her face remained 
clear until September. At that time, she 
began to notice a few small nodules at the 
superior medial corner and at the inferior 
and lateral corner of the graft site, as well 
as two dark, black nodules on the inferior 
border. These lesions had greatly increased 
by the end of October. Physical examina- 
tion results were unremarkable except for 
the lesions on the left cheek. On the malar 
area on the left cheek, at the border of the 
grafted site, there were nodular lesions, 
smaller than 1 em; on the inferior border, 
two of these were darkly pigmented. No 
cervical axillary or inguinal nodes were 
palpable at the time of examination in 
November. A skin biopsy specimen was 
stained normally; immunofluorescent stud- 
ies and tissue culture were done. Some se- 
rum was drawn for melanoma antibody ti- 
ters. Delayed hypersensitivity testing 
results were within normal limits. The pa- 
tient was sensitized to DNCB. Liver and 
brain secans showed no metastasis, and 
roentgenograms of the chest, kidneys, ure- 
ter, and bladder, and an intravenous pyelo- 
gram were normal. The complete blood cell 
count and blood chemistry studies per- 
formed with an automated multiple analy- 
sis system were within normal limits. The 
Papanicolaou test was negative as was the 
test for antinuclear factor. Immunoglob- 
ulin determination showed a slight de- 


crease in the IgG portion. Tests for vene- 
real disease and urinalyses were negative. 
The biopsy specimen showed recurrent or 
metastatic malignant melanoma of the 
skin. The lymph nodes were normal. The 
chest, lumbosacral spine, kidney, ureter, 
bladder, and urograrh showed no evidence 
of metastasis. Brain and liver scans were * 
normal. 

With smallpox vaccine injections into 
the lesions, the patient developed local and 
occasional symptoms of malaise and chills 
(Fig 1 to 3). A few of the lesions regressed. 
One lesion on the upper border of the 
grafted site increased in size, and it was 
excised. All of the other lesions subsided. 
At the time of her last examination (Janu- 
ary 1973), she was well and completely free 
of tumor (Fig 4). The patient died sud- 
denly on Feb 23, 1973, and complete au- 
topsy showed no evidence of metastatic 
melanoma. The cause of death was mas- 
sive cerebral hemorrhage. 

CasE 19.—A 41-year-old woman noticed a 
change of color and bleeding of a birth- 
mark on her right calf in July 1970. Her 
family physician excised the lesion in Sep- 
tember. The pathology report indicated a 
malignant melanoma. A chest x-ray film 
taken at the time showed no changes. 

She was seen at the end of September by 
the plastic surgery department. At that 
time, she had a 6-cm incision with sutures 
on her right lower limb. Three hard nodes 
were palpatated then in the right inguinal 
area; she was in otherwise good physical 
condition. The primary site was largely 
reexcised and grafted, and the right groin 
was dissected. According to the pathology 
report, there were some atypical cell is- 
lands in the subcutaneous fat of the right 
calf; of the 14 nodes excised, none showed 
malignant invasion. 

In December, small, black, nodular le- 
sions were noted along the border of the 
excised area. These lesions were reexcised. 
In February 1971, the patient had several 
hundred small hyperpigmented nodules 
around the graft as well as on the adjacent 
thigh. No adenopathy was detected clini- 
cally. After consultation with the oncolo- 
gist, it was decided to reexcise these le- 
sions and graft again. 

In April, the patient was readmitted to 
the hospital because of numerous local re- 
currences. Smallpox vaccine was given in- 
tralesionally after the patient's cellular im- 
munity, which was basically normal, was 
assessed. These injections were repeated 
one to three times a week for ten months. 
At first, only occasional inflammation was 
observed in a few lesions. Ten months af- 
ter the beginning of smallpox treatment, 
numerous lesions had resolved and most of 
the remainder were resolving. The patient 
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felt in good health. She had gained weight, 
and a liver scan, which had previously 
showft some possible metastasis, showed a 
decrease in the size of the lesion. However, 
in February 1972, the brain scan, showed 
an illdefined area of decreased radio- 
activity in the frontal region. Follow-up 
"examination in February 1973 indicated 
she was still in good health. 

Initially, the complete blood cell count 
and differential cell count, as well as blood 
chemistry studies performed with an auto- 
mated multiple analysis system, were nor- 
mal; no melanin was found in the urine. A 
DNCB test was negative. Tests of delayed 
hypersensitivity to trichophyton and puri- 
fied protein derivative were both negative. 
Biopsy materials from one tumor did not 
grow well in vitro, and the cell culture 
showed poor growth. Laboratory findings 
in February 1972 were normal for com- 
plete blood cell count, differential cell 
count, and blood chemistry studies; urinal- 
ysis showed no melanin. The patient's se- 
rum was questionably cytotoxic to another 
patient's melanoma cells, whereas her lym- 
phocytes showed a 63% inhibition against 
the same patient’s malignant melanoma 
cells. 

CASE 20.—A 55-year-old woman had an 
enlarging, dark nodule on the right ante- 
rior thigh in May 1970. Results of physical 
examination were normal, except for a 
dime-sized, black nodule on her right ante- 
rior thigh. There was no lymphadenopathy. 
A wide excision of the lesion was done, and 
a diagnosis of malignant melanoma was 
made. On June 11, 1971, approximately one 
year after surgery, a small dark lump on 
the border of the incision developed; biopsy 
showed an amelanotic malignant melanoma. 
Two weeks later, this lesion was removed 
by wide excision. In January 1972, a small 
nodule again recurred in the incision. 
Biopsy showed a malignant melanoma. Ten 
days later, it was decided to treat the 
patient with smallpox vaccine given intra- 
lesionally. Some inflammatory response 
developed; the patient was completely free 
of tumor clinically and histologically in 
September. Examination in January 1974 
showed no tumor. à 

Laboratory studies showed that, before 
smallpox therapy, the immunoglobulin 
value had decreased to 420 mg/100 ml. The 
DNCB test was positive. The delayed hy- 
persensitivity test was normal as was 
the phytohemagglutinin test. Her serum 
showed no cytotoxicity; tissue culture dis- 
closed normal cells. Before treatment, liver 
and brain scans were normal. 


Immunological Studies 


Patients 17, 18, 19, and 20 have had 
the benefit of more sophisticated im- 
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Table 1.—Immunological Studies in Four Patients 


Study 


Sensitivity to vaccinia virus 
Delayed hypersensitization 
DNCB sensitization* 


Indirect immunofluorescence 
for melanoma antibodyt 
Jarrell tumor 
Malloy tumor 





* DNCB indicates 2,4 — dinitrochlorobenzene. 


Patient 


T Studied using acetone-fixed melanoma imprints. 


Table 2.—Cytotoxicity (% ) by Colony Inhibition Technique 


Group 


Vaccinia virus treatment 
Patient 17 
Patient 18 
Patient 19 


Patient 20 


Control (untreated 
metastatic melanoma) 





munological studies that have become 
available in the past few years, and 
these patients have been studied 
more extensively. 

Delayed hypersensitivity was in- 
tact in three of the five patients 
tested (Table 1). It is interesting that 
patient 19 had negative, delayed hy- 
persensitivity skin tests and was not 
sensitized to DNCB but had perhaps 
the most dramatic response of any 
patient treated with vaccinia virus 
therapy. 

Indirect immunofluorescence, de- 
scribed by Morton,*’ was positive or 
questionably positive in all patients 
tested (Table 1). This indicates the 
possibility of humoral antibody, but 
the reaction may not be specific; its 
clinieal value has been in question. 

Colony inhibition techniques, using 
melanoma tumor cell cultures, were 
used to evaluate both humoral and 
cellular cytotoxicity. Unfortunately, 
because of the diffieulty in growing 
melanoma cells in culture at the be- 


Treatment 


Serum 


After 
Treatment 


Serum 


Before 


Cellular Cellular 


pr Cools, 


o 
A 


ginning of this study, cellular cyto- 
toxicity before vaccinia virus therapy 
could not be evaluated. Two patients 
(No. 17 and 18) showed some slight 
humoral cytotoxicity or blocking anti- 
bodies before vaccinia virus therapy. 
Cellular cytotoxicity, probably more 
important in immunotherapy of tu- 
mors, was high in all four patients 
treated with vaccinia virus therapy 
(Table 2). When comparing the cellu- 
lar cytotoxicity of the  vaccinia- 
treated group with a similar un- 
treated group of metastatic mela- 
noma patients (Table 2), there is a 
markedly higher number of positive 
responses in the vaccinia virus- 
treated group. 

Belisario and Milton, following the 
suggestions from Burdick? and Bur- 
dick and Hawk,* reported that two 
patients with stage II metastatic 
melanoma had complete remissions 
after intralesional injections of vac- 
cinia virus. 

In 1966, Milton and Brown’ of Aus- 
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tralia reported details of four pa- 
tients with metastatic melanoma and 
incurable disease treated by vaccinia 
virus injection. No tumor regression 
was obtained in any patient who had 
been vaccinated within the preceding 
five years. All patients who had a sat- 
isfactory response had a severe sys- 
temic and local reaction to the virus. 
They had not observed any worth- 
while remissions in a patient with 
visceral metastasis and believed that 
the patients most likely to show im- 
provement were those in whom me- 
tastasis was either in the skin or 
lymph nodes. 

Hunter-Craig et al'^ treated 19 pa- 
tients having proved metastases from 
malignant melanoma with inocula- 
tions of vaccinia virus. The nodules 
disappeared in six of ten patients 
treated with intradermal deposits, 
and five remained well from 2 to 22 
months after initial treatment. 

Morton et al" have done extensive 
investigations to identify melanoma- 
associated antigens. All patients 
were found to have autoantibodies to 
their own melanoma, but patients 
with localized metastasis had higher 
titers of antibody than did patients 
with widespread disease. Antibodies 
can also be demonstrated by quanti- 
tative complement-fixation tech- 
niques with the use of tissue cultures 
of human melanoma (HuMe 1-1 me- 
lano cells). 

Morton et al* then studied eight pa- 
tients in whom immunotherapy with 
BCG vaccine was attempted. There 
was a good correlation between the 
patient's immunologic competence at 
the beginning of immunotherapy and 
the response to treatment. Response 
to immunotherapy with BC@ is 
strongly correlated with the patient’s 
ability to manifest an immunological 
response to DNCB, tuberculin, and 
the melanoma-specific antigen. 

Why should immunotherapy with 
vaccinia virus or other agents be 
attempted in malignant melanoma? 
There is considerable clinical and 
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recently immunological evidence to 
support this concept of therapy. Spon- 
taneous regressions of malignant 
melanomas repeatedly have been 
recorded." Widespread metastasis 
may appear many years after appar- 
ently successful treatment of the pri- 
mary lesion. Long survivals have 
been reported after incomplete re- 
moval of the melanoma. A dense, 
peritumoral inflammatory infiltrate 
usually surrounds primary mela- 
nomas and is most prominent in su- 
perficial spreading melanoma, which 
has the best prognosis.'* Circulating 
and cellular immunity against mela- 
noma have been demonstrated." 
Malignant melanomas have been as- 
sociated with other autoimmune dis- 
eases.^ Immunotherapy, using cross- 
transplantation of lymphocytes, has 
met with some success.^ Immuno- 
suppression causes more malignant 
behavior of experimental malignant 
melanomas.” 

Immunotherapy of cancer is receiv- 
ing wide attention because various 
investigators have demonstrated that 
immunologic mechanisms are in- 
volved in both animal and human 
neoplastic disease. Malignant mela- 
noma is particularly suitable because 
of the demonstration of humoral and 
cell-mediated immunity to melanoma 
cells in patients with melanoma and 
of a common antigen, possibly virally 
induced, in human melanomas. 

The mechanism of vaccinia virus in 
producing remission of metastatic 
melanoma is not completely under- 
stood. It may act by activation of spe- 
cific immune mechanisms or reflect a 
nonspecific, cytotoxic, inflammatory 
reaction. Evidence from this study 
supports the concept that vaccinia 
virus may activate the production of 
cell-mediated, cytotoxic immunity 
against melanoma cells. Preliminary 
studies now being conducted at the 
Cleveland Clinic indicate that this cy- 
totoxic immunity can be isolated with 
transfer factor and given to other 
patients with metastatic melanoma. 


These patients, who have received the 
transfer factor from patients ‘with 
vaccinia virus-induced remission, 
have also demonstrated in vivo and in 
vitro evidence of cell-mediated immu- 
nity and partial remission of meta- 
static melanoma. 
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Photopigmentation 


With Trioxsalen 


Kays H. Kaidbey, MD, Albert M. Kligman, MD, PhD, Philadelphia 


Irradiation with long ultraviolet rays two 
hours after ingestion of 90 mg of triox- 
salen produced pigmentation without a 
preceding visible inflammatory reaction. 
Histologic examination demonstrated an 
increase in melanocytes in the absence of 
epidermal damage. Melanogenesis was 
thus stimulated independently of a pho- 
totoxic reaction. The term “drug photo- 
pigmentation” has been proposed for this 
phenomenon. 


n a previous study, one of us 
(A.M.K.) demonstrated that the 
new synthetic psoralen, 4, 5', 8-trimeth- 
ylpsoralen, was incapable of elicit- 
ing a phototoxie reaction when ad- 
ministered orally even in doses ten 
fold greater than those recommended 
for the treatment of vitiligo. Topi- 
cally applied, it was a potent photo- 
toxic agent, as others have previously 
determined. It was concluded that 
the drug was either poorly absorbed 
from the gastrointestinal tract or was 
metabolically degraded to an inactive 
form. In the course of these studies, it 
was noticed that some of the subjects 
who received large oral doses devel- 
oped at the irradiated sites a clear- 


Accepted for publication Jan 14, 1974. 

From the Department of Dermatology, Uni- 
versity of Pennsylvania, School of Medicine, 
Philadelphia. 

Reprint requests to the Department of Derma- 
tology, Duhring Laboratories, Hospital of the 
University of Pennsylvania, Philadelphia, PA 
19104 (Dr. Kligman). 


cut, persistent pigmentation without 
a preceding erythema. Long ultravio- 
let radiation (> 320 nm) can induce 
melanogenesis without a sunburn re- 
action or damage to the epidermis. 
It, therefore, seemed likely that 
a photosensitizing drug might also 
directly stimulate the melanocyte in 
the absence of any injury due to pho- 
totoxicity. 

We propose the term "drug photo- 
pigmentation" for the phenomenon 
described here. 


Methods 


Subjects.—The subjects were adult white 
prisoner volunteers between 22 and 35 
years old. The sites were 2 to 3 sq cm in 
size, located on the untanned middle por- 
tion of the back. Two sites were outlined 
on each subject. The control site was irra- 
diated immediately before and the test site 
two hours after oral administration of the 
trioxsalen. The dose was 90 mg, given in 
the form of 5-mg tablets (Trisoralen). The 
irradiated sites were observed daily. 

Irradiation Source.—Long ultraviolet ir- 
radiation (LUV) was obtained from the xe- 
non solar simulator equipped with a Schott 
W6345 filter to eliminate erythemie rays. 

Histologic Studies.-Shave biopsy speci- 
mens were secured one week after the last 
exposure from five subjects who received 
15-minute exposures of LUV three times a 
week for a total of nine times. Specimens 
were obtained from control and test sites 
as well as from the normal untanned skin 
of the back. One portion was incubated in 
2N solution of sodium bromide to separate 
the epidermis, which was then processed 
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Fig 1.—Pigmented square on right pro- 
duced by three ten-minute exposures to 
LUV and trioxsalen contrasts with barely 


perceptible darkened square on left with 
LUV alone. 


with dopa to visualize melanocytes. The 
other was fixed in formaldehyde solution 
(formalin) and stained with hematoxylin- 
eosin, PAS for glycogen, and Fontana am- 
moniated silver for melanin. 


Results 


Study 1: Ten-Minute Exposures to 
LUV.-—Six subjects received 90 mg of 
the drug and ten minutes of LUV 
three times a week for a total of nine 
times. Control sites were similarly ir- 
radiated before the drug was given. 
Pigmentation developed at both sites 
but was deeper with the drug than 
without it, being already evident af- 
ter the third exposure (Fig 1). By 
three weeks, the difference was much 





Fig 2.—Pigmentation produced by ten- 
minute exposures of LUV alone (left) is 
considerably less than that produced by 
combination of LUV and trioxsalen (right) 
at end of three weeks. 


more pronounced (Fig 2). One subject 
developed faint erythema at the test 
site 48 hours after the second expo- 
sure. The site was already faintly pig- 
mented. The erythema disappeared in 
two days; subsequent exposures pro- 
duced no redness. l 

Immediate pigment darkening de- 
veloped following each of the initial 
two exposures. This was very faint, 
however, and was difficult to discern 
once delayed pigmentation became 
evident. 

Study 2: 15-Minute Exposures to 
LUV.—Six subjects were similarly 
treated, except that the dose of LUV 
was increased from 10 to 15 minutes. 
Pigmentation was even more pro- 


Fig 4.—Dopa-positive melanocytes in epidermal sheet of normal untanned skin of back 


(dopa stain, original magnification X 310). 
Loo ewes 
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Fig 3.—Fifteen-minute exposures of LUV 
(left) and combination of LUV and tri- 
oxsalen at end of three weeks (right). 


nounced on the drug-treated sites 
(Fig 3), the results being otherwise 
the same. Two subjects developed 
faint erythema 48 hours following the 
second exposures. Again, the er- 
thema coincided with the onset of 
pigmentation and was not seen there- 
after. These two subjects were fair, 
blue-eyed, blond individuals who 
tanned poorly. 

Immediate pigment darkening was 
more evident following 15 minutes of 
LUV exposure. With the progressive 
increase in pigmentation, however, it 
became difficult to observe. 

Study 3: Single Exposures.—Five 
subjects of a darker complexion, who 
tanned easily, received a single 90-mg 
dose and one 15-minute exposure to 
LUV. The sites were observed for two 
weeks. A faint pigmentation devel- 
oped at all irradiated sites. In four of 
the five subjects, the pigmentation 
was clearly deeper with the drug than 
in the control sites. 

Histologic Observations.—In sub- 
jects who received 15-minute re- 
peated exposures, hematoxylin-eosin 
and PAS stains revealed no structural 
changes in the sites irradiated with 
and without trioxsalen. The epi- 
dermis seemed normal, and there was 
no sign of inflammation in the der- 
mis. The Fontana silver stain showed 
an increase in melanin granules in 
both irradiated sites compared to nor- 
mal skin, but the increase was much 
greater with trioxsalen. The granules 
were finely dispersed and confined to 
basal cells. In dopa-stained epidermal 
sheets, both irradiated sites showed 
an increase in the number of enzymi- 
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cally active melanocytes. With tri- 
oxsalen, the stain was deeper and the 
dendrites more elaborate (Fig 4 
through 6). 


Comment 


These studies demonstrate that an 
oral dose of trioxsalen that does not 
create a phototoxic inflammatory re- 
action may nonetheless stimulate 
melanogenesis. 

For this drug-induced stimulatory 
effect on melanogenesis, we propose 
the term drug photopigmentation. 
The pigmentation induced by either 
orally or topically given methoxsalen 
in doses sufficient to cause an in- 
flammatory phototoxie response is 
deeper than that which follows sun- 
burn. In our experience, repeated ex- 
posure to erythemic radiation never 
approximates the profound pigmen- 
tation produced by psoralens. 

Clinieal and light mieroscopical ex- 
aminations showed a conspicuous lack 
of pathologic findings. To further 
substantiate this observation, we ob- 
tained biopsy specimens at 24 and 48 
hours from three subjects following 
single exposures to 90 mg of tri- 
oxsalen and 15 minutes of LUV. 
There again, we were unable to de- 
tect evidence of epidermal cell dam- 
age, viz, intracelluar edema, spon- 
giosis, or dyskeratosis. The dermis 
was also normal. These findings sug- 
gest that melanocytes are being 
directly activated. They clearly in- 
crease in number, size, and in en- 
zymic activity. We have merely sepa- 
rated the pigmentary effect from the 
phototoxic one; usually these occur 
together. 

Curiously enough, our experimental 
experience is similar to that of re- 
ports on patients with berloque pig- 
mentation. In many accounts, it is 
recorded that the bizarre pigmenta- 
tion developed without a preceding 
inflammatory stage. Though a slight 
dermatitis might go unnoticed, the 
statements made by berloque pa- 
tients are essentially true—a deep, 
long-lasting pigmentation seems to 
have evolved out of normal skin. 

Drug photopigmentation could be 
measured in much the same way as 
the minimal erythema dose (MED) is 
used to quantify redness or the min- 
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Fig 5.—More prominent and numerous melanocytes following nine 15-minute expo- 
sures to LUV alone (dopa stain, original magnification x 310). 
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Fig 6.—Markedly increased, large-sized, intensely stained melanocytes after nine 15- 
minute exposures to LUV and orally given trioxsalen. Figures 4, 5, and 6 are from same 
subject (dopa stain, original magnification x 310). 


imal phototoxic dose is used to assay 
topical LUV screening agents.‘ 

The minimum drug photopigment- 
ing dose (MDPD) could be deter- 
mined either for the drug or for the 
radiation, by keeping one variable 


constant. In the case of trioxsalen, 
the MDPD was approximately 90 mg; 
a dose of 200 mg with 15 minutes of 
LUV occasionally produced mild pho- 
totoxic reactions, as reported earlier. 
No phototoxicity or pigmentation 
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El 
could be elieited with 50 mg.' Earlier 
studies led us to question the claims 
of effectiveness of trioxsalen in viti- 
ligo,"^' since phototoxic responses 
could not be elicited with the recom- 
mended doses of 10 to 20 mg. In view 
of the present findings, it becomes 
necessary to consider whether pho- 
totoxicity is really a relevant factor. 
Pigmentation can be produced with- 
out cellular or vascular injury. Thus, 
doses lower than those required for 
inciting phototoxicity might reverse 
vitiligo by the mechanism of photo- 
pigmentation. Although we could not 
create photopigmentation with 50 mg 
of trioxsalen, our experimental sce- 
nario is quite different from the clini- 
cal setting. We used only normal sub- 
jects who generally did not have more 
than six exposures. Repigmentation 
in vitiligo requires an indefinite num- 
ber of exposures over a time span of 
many months. Moreover, it is gener- 
ally believed that sunlight is probably 
more efficacious than artificially gen- 
erated ultraviolet radiation. It must 
be remembered that we excluded er- 
ythemic radiation, which could also 
play a role in repigmentation. Indeed, 
we have shown elsewhere that LUV 
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acts synergistically with erythemic 
radiation (photoaugmentation).* 

We also did some probing studies of 
a negative nature. We sought to es- 
tablish the MDPD by topical appli- 
cation of alcoholic solutions of tri- 
oxsalen and methoxsalen. These are 
such powerful agents when topically 
administered that we obtained some 
erythema with doses as low as lug/sq 
cm. While the resulting pigmentation 
was disproportionately greater than 
the slight erythema would warrant, 
we could not isolate photopigmenta- 
tion from phototoxicity. Likewise, 
this proved exceedingly difficult to ac- 
complish with orally administered 
methoxsalen, which with doses of 
greater than 40 mg is a potent pho- 
totoxic agent. In a variety of prelimi- 
nary studies we could not adjust the 
dose and number of exposures to 
avoid the intercession of erythema. 
The assiduous researcher could doubt- 
less accomplish this goal with the 
proper combination of drug and light. 
We are confronted with the singular 
situation of photopigmentation being 
demonstrated in a pure form only 
with high doses of trioxsalen. We em- 
phasize that pigmentation always ac- 
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companies the phototoxie reaction; 
the pigmentation that eventuates is 
much greater than can be obtained by 
an equivalently intense sunburn reac- 
tion. Clark and Bretton's work? also 
provides evidence that psoralens have 
a direct and particular action on 
melanocytes; a burst of mitotic activ- 
ity occurred after irradiating topi- 
cally applied methoxsalen. Activation 
of melanocytes following topical ap- 
plication of trioxsalen has also been 
observed by Toda et al'^" and by 
Morikawa et al. They found that a 
single topical application of tri- 
oxsalen to the nonexposed skin of 
whites followed by longwave ul- 
traviolet irradiation resulted in the 
increased synthesis of larger mel- 
anosomes within melanocytes. The 
melanosomes were distributed in a 
nonaggregated fashion in keratino- 
cytes. These changes persisted for a 
period of over six months following a 
single exposure. These ultrastructural 
changes probably account for the long 
lasting pigmentation that accom- 
panies photosensitization by psora- 
lens. 
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Pruritus Induced by 
Crude Bile and Purified Bile Acids 


Experimental Production of Pruritus in Human Skin 


David P. Varadi, MD, FRCP(C), Toronto 


Crude bile, when applied to keratin- 
stripped human skin in a cream vehicle at 
acid pH, under occlusion, produced no- 
ticeable pruritus after a period of 15 to 17 
hours. At neutral or alkaline pH, no pru- 
ritus resulted. Purified, unconjugated so- 
dium deoxycholate and chenodeoxycho- 
late in a cream vehicle at acid pH also 
produced pruritus. Purified cholate so- 
dium and sodium lithocholate, as well as 
synthetic straight chain anionic and neu- 
tral detergents failed to induce pruritus 
under the same experimental conditions. 
In complete biliary obstruction, cheno- 
deoxycholate seems to be mainly respon- 
sible for the pruritus. 


open most physicians identify 
the bile acids as the cause of 
pruritus in biliary obstruction, evi- 
dence for this relationship is indirect 
and circumstantial and sometimes 
contradictory. The essential evidence 
that is lacking has been the failure of 
workers to induce itching in skin with 
purified bile acids. The intradermal 
injection of impure bile acids has 
caused pruritus,’ but in these cases, 
substances other than bile acids could 
have elicited the itching. Efforts to 
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drive purified bile acids into human 
epidermis and dermis by applying 
such compounds to skin? and by ion- 
tophoresis* have so far failed to pro- 
duce pruritus. Herndon, in his review 
article on this subject, summarizes 
the situation well in the following 
statement, "The most serious objec- 
tion to the claim that bile salts are re- 
sponsible for pruritus in biliary ob- 
structive states lies in the failure of 
investigators to reproduce K och's pos- 
tulates."* 

Evidence implicating the bile acids 
as the cause of pruritus is indirect be- 
cause from none of the available ex- 
perimental results can one conclude 
that the bile acids rather than other 
constituents in bile are responsible 
for the pruritus. Thus, the observa- 
tion that biliary drainage relieves the 
pruritus* merely suggests that a con- 
stituent in bile may be inducing the 
pruritus. Similarly, the relief of pru- 
ritus that is obtained when the pa- 
tient is fed with the anion-exchange 
resin, cholestyramine resin, which 
binds bile acid anions, indicates only 
that an anionic compound in bile is 
possibly responsible for the pruritus. 
Contradictory evidence is exemplified 
by cases in which patients have very 
high serum bile acid levels but do not 
experience pruritus.’ Also, some pa- 
tients with high serum levels of bile 
acids and pruritus, may experience 





relief from pruritus without a concur- 
rent drop in the serum bile acid level. 
Conversely, the serum bile acid level 
may return to normal without relief 
from pruritus.’ 

In an attempt to correlate better a 
possible causal relationship between 
bile acids and pruritus, investigators 
have measured bile acid levels on the 
skin surface. The correlation was in- 
deed better; for in one such study, pa- 
tients with hepatobiliary disease ac- 
companied by pruritus were found to 
have consistently higher skin bile 
acids than those with such disease but 
without pruritus.’ In addition, relief 
of pruritus by biliary drainage or cho- 


Results of applying crude bile in un- 
scented cold cream and cold cream alone 
at varying pH to keratin-stripped skin. A, 
Crude bile in unscented cold cream at 
pH ~ 5; B, Unscented cold cream alone at 
pH ~ 5; C, Crude bile in unscented cold 
cream at pH ~ 7; D, Crude bile in un- 
scented cold cream at pH ~ 8. 





Pruritus/Varadi 


Table 1.—Results of Application of Crude Human Bile* 
inie 


Agent Applied 


Crude bile in cream 
pH 5 


pH 8 
Cream alone, pH 5 
Keratin stripping alone 


Erythemat Pain 


Symptoms and Signs 


Pruritust 


0 Severe, 
intermittent 
Moderate, 
intermittent 





* Crude human bile in unscented cold cream vehicle, at various pH values, was applied to 
keratin-stripped human skin. Each observation is the result of duplicate testing in each of five 
normal subjects and in two patients with obstructive jaundice and pruritus. 

t + indicates slight erythema; ++ indicates moderate erythema; +++ indicates intense 


erythema. 


t Pruritus developed 17 to 19 hours after application. 


Table 2.—Results of Application of Purified Sodium Salts of Free Bile Acids* 


Agent Applied 
Cholic acid, pH 6 


Chenodeoxycholic acid, pH 6 
Deoxycholic acid,S pH 6 
Lithocholic acid, pH 6 
Sodium lauryl sulfate,|] pH 5 
Brij 35, pH 6 

Cream vehicle alone, pH 6 


Erythemat Pain 


Symptoms and Signs 


Pruritust 
0 
Severe 
Severe 





* Purified sodium salts of free bile acids in unscented cold cream were applied to keratin- 


stripped human skin. 


t + indicates slight erythema; ++ indicates moderate erythema; +++ indicates intense 


erythema. 


t Pruritus developed 17 to 19 hours after application. 


§ Molecular size is 414.6. 
|| Molecular size is 288.4 


lestyramine administration was cor- 
related much more closely with nor- 
mal skin levels than with normal 
serum levels of bile acids.’ In spite of 
these excellent studies, however, one 
is not closer to establishing that bile 
acids are the cause of pruritus. For, 
these results only indicate that skin 
bile levels, using bile acids as a 
marker for quantitation, are much 
more closely correlated to pruritus 
than are the serum bile levels. 

This study presents, for the first 
time (to our knowledge), direct evi- 
dence that bile acids are capable of 
producing pruritus in human skin un- 
der given experimental conditions. In 
addition, certain bile acids, but not 
others, appear to induce the itching. 


Materials and Methods 


All bile acids (sodium salts) were highly 
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purified products. The purity of the com- 
pounds used was high, as determined by 
optical rotations and melting points that 
correlated closely with standard values in 
the Merck Index. The neutral detergent, 
Brij 35, and the anionic detergent, sodium 
lauryl sulfate (‘specially pure’) were used. 

Human Experiments.—/ntracutaneous 
Injection of Purified Bile Acids.—For 
these studies 200ug of the bile acid were 
dissolved or suspended (if not soluble) in 
0.1 ml of physiologic saline solution. The 
solution or suspension was injected in- 
tracutaneously in 0.1-ml aliquots into the 
flexor surface of the forearm. The above 
quantity of bile acid was chosen because 
200ug/ml serum was the maximum value 
of total bile acid measured in the serum of 
patients with obstructive jaundice.* 

Bile Acid and Detergent Preparations 
in Cold Cream Applied to Keratin-Strip- 
ped Skin.—Crude human bile obtained 
from normal gallbladders at laparotomy 
was incorporated into unscented cold 
cream in a concentration of 10 gm of 


lyophilized bile to 100 gm of cream. The pH 
of the bile-cream preparations was ad- 
justed down with either glacial acetic acid 
or hydrochloric acid, and it was adjusted 
up with sodium hydroxide. Unscented cold 
cream has a pH ~ 7. The bile-cream prep- 
arations were applied to areas on the flex- 
or surface of the forearm, which had been, 
decornified by repeated stripping with cel- 
lulose tape until ‘glistening’ was visible. 
Plastic film wrap was used to occlude these 
bile-cream preparations which were re-ap- 
plied after 12 hours. The preparations 
were left on the skin for a total of 24 hours. 

Highly purified, unconjugated sodium 
salts of cholic, deoxycholic, chenodeoxycho- 
lic, and lithocholic acids were incorporated 
into unscented cold cream in a concentra- 
tion of 25 millimoles (~ 10 gm) per 100 gm 
of cream. Each preparation was adjusted 
to a pH ~ 6. The concentration of bile acid 
used in the cream is based on the highest 
value of total bile acid that was found in 
the serum of patients with obstructive 
jaundice, ie, 200ug/ml. 

The long chain, anionic, synthetic deter- 
gent—sodium lauryl sulfate, was also 
mixed with cold cream in a concentration 
of 25 millimoles per 100 gm of cream. The 
pH was left at 5. The neutral detergent, 
Brij 35, a semisolid, was mixed with cold 
cream in a ratio of 1:1, by weight. Both the 
purified bile acid-cream and detergent- 
cream preparations were applied to kera- 
tin-stripped skin in the same way as the 
bile cream preparations. 

The subjects in all these experiments 
were five normal individuals (four men and 
one woman, 19 to 35 years old) and two pa- 
tients (both women, aged 32 and 40), who 
had obstructive jaundice and pruritus. The 
study was "double blinded" in that neither 
investigator nor subject knew which was a 
control and which was a test application. 

Animal Experiments.—The common bile 
ducts in five adult male mice were tied so 
as to obstruct fully the flow of bile. Five 
other mice that underwent the same oper- 
ative procedure but without ligation of the 
common bile duct served as controls. Fol- 
lowing surgery, the mice were observed 
daily for 14 days for signs of "increased 
scratching activity." Itching was "quanti- 
tated" by the number of times per hour 
that a mouse scratched himself. To be 
counted, the duration of a bout of scratch- 
ing had to be 3 seconds or more. Serum bili- 
rubin determinations were performed two 
times per week on these animals. 


Observations 


Table 1 gives the results of the ex- 
periment in which crude human bile 
in a cream vehicle at various pH val- 
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ues was applied over a keratin-strip- 
ped area of skin for a period of 24 
hourg. From these data, it is apparent 
that crude bile produced some irrita- 
tion of skin accompanied by severe 
pruritus only at acid pH values. Se- 
vere pruritus is defined as itching of 


‘such intensity that the subject com- 


plains spontaneously and bitterly 
about it; it is generally accompanied 
by efforts to scratch off the occlusive 
dressing. This reaction occurred in six 
out of the seven subjects. The seventh 
subject admitted that there was itch- 
ing only on questioning. Moderate 
pruritus is defined as itching of such 
intensity that the patient complains 
only easually about it. This was the 
reaction of four subjects who men- 
tioned the itching spontaneously, 
while three subjects complained that 
the test site itehed more than the con- 
trol site only when they were ques- 
tioned directly. 

The Figure demonstrates a typical 
result. The circle of irritation (intense 
erythema, +++), A, on the right 
forearm resulted after applying the 
crude bile in unscented cold cream at 
pH ~ 5. Area A was also intensely 
pruritic. Areas B, C, and D all had 
much milder degrees of irritation (+) 
than area A and the erythema re- 
sulted from applying unscented cold 
cream alone at pH ~ 5, crude bile in 
cold cream at pH ~ 7, and crude bile 
in cold cream at pH ~ 8, respectively. 
It should be pointed out that the cel- 
lulose tape “stripping” procedure 
alone produced a minimal degree of 
irritation (+) when covered with 
plastic film wrap for 24 hours, with no 
cream applied. 

In Table 2, it is clear that only the 
purified, dihydroxy bile acids—cheno- 
deoxycholate and deoxycholate—pro- 
duced pruritus accompanied by an in- 
crease in irritation greater than that 
induced by keratin-stripping alone. 
All seven subjects spontaneously vol- 
unteered the information that the 
test sites itched, while the control 
sites did not itch. Interestingly, cho- 
late and lithocholate also produced ir- 
ritation of skin at the concentration 
used, but failed to elicit any pruritus. 

The synthetic detergents, Brij 35 
and sodium lauryl sulfate, both in- 
duced irritation in the skin equal to 
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Table 3.—Results of Injection of Sodium Salts of Purified Free 
and Conjugated Bile Acids* 


Bile Acid 
Cholic acid 
Chenodeoxycholic acid 
Deoxycholic acid 
Lithocholic acid 


Taurocholic acid 
Glycocholic acid 
Glycochenodeoxycholic acid 


Pruritus 


Symptoms and Signs 


Pain 


Inflammatory 
nodule 





* All salts were injected intracutaneously two times in each of five normal subjects and in 
two jaundiced patients with pruritus. 









Cholic acid 


Table 4.—8Bile Acid Levels (ug/750 sq cm) on Human Skin* 
————M——— — PM 


Sclerosing Carcinoma of 

Bile Acid Normal (4)t Cholangitis (1) Pancreas (1) 
Total level 12.3 42.0 24.8 
Deoxycholic acid 18.1 4.7 
Chenodeoxycholic acid 9.7 14.9 


























* This table is constructed from the data of Schoenfield et al7 The normal values are max- 
ima. The data for individual bile acids are expressed as absolute quantities in micrograms 
rather than as percentage of total bile acid level, as is shown in the original paper. 


t Parenthetical numbers are number of cases. 


that induced by the bile acids, but 
without accompanying pruritus. Thus 
the detergent properties of these bile 
acids and the irritation resulting 
from their application to the skin are 
probably not responsible for the pru- 
ritus. 

Table 3, illustrates that intracu- 
taneous injection of sodium salts of 
purified bile acids does not produce 
pruritus. It is interesting that the 
inflammation produced by lithocho- 
late (a known pyrogen) was unaccom- 
panied by pruritus. The reason for 
these negative results and, probably, 
for the failure of the iontophoretic 
and other techniques, was possibly 
due to the speedy dilution of the bile 
acids in tissue fluid after injection 
and their subsequent rapid removal 
by the blood. The successful results 
obtained with the bile acid-cream 
preparation were probably due to the 
more prolonged exposure to the bile 
acids of the C fiber nerve endings at 
the dermoepidermal junction. This 
was presumably accomplished by a 
continuous percutaneous absorption 
of the material through skin without 
barrier layer, thereby building up a 
sufficiently high bile acid concentra- 


tion in the skin for a sufficiently long 
exposure to stimulate pruritus in the 
nerve endings. 

The test mice failed to show an in- 
crease in scratching activity, even 
when the serum direct-reacting bili- 
rubin was very high. Although it is 
speculative to comment, it seems that 
the absence of pruritus is due to the 
nature of the target site, that is, the 
nerve endings. This speculation is 
perhaps supported by our observation 
that the concentrations of histamine 
that produced pruritus in human skin 
failed to produce increased scratching 
activity when injected intracuta- 
neously in the mice. 


Comment 


The fact that itching in human skin 
can be elicited by the application of 
the sodium salts of certain purified 
bile acids supports the conclusion that 
the bile acids are responsible for the 
pruritus in hepatobiliary disease. 
These data also suggest that free (un- 
conjugated) bile acids are capable of 
producing pruritus. This observation 
is consistent with the findings of 
Schoenfield et al, that free bile acids 
constitute 85% of the total bile acids 
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on the skin surface in hepatobiliary 
disease with pruritus.' Also on normal 
skin, the same high percentage of bile 
acids are unconjugated, as opposed to 
serum and biliary tract bile where 
bile salts are mainly conjugated'; for 
this reason free bile acids were used 
in this investigation. 

The’ observation that cheno- 
deoxycholate and deoxycholate but 
not cholate produced pruritus corre- 
lates with the results of other investi- 
gators. Thus, feeding pure cholic acid 
to individuals produced a high serum 
cholic acid level, without pruritus.’ In 
addition, the intravenous injection of 
radioactively labelled unconjugated 
cholic acid in patients with Laénnec 
cirrhosis did not elicit pruritus." 
These studies show no evidence 
contradictory to the results of this 
study. 

There was a greater amount of to- 
tal dihydroxy bile acid derivatives 
(chenodeoxycholate plus deoxycho- 
late) than of trihydroxy derivatives 
(cholate) in skin surface film in both 
the normal subjects and in the pa- 
tient with obstructive jaundice with 
pruritus (Table 4). This finding sug- 
gests that the dihydroxy derivatives 
may be the more important causative 
agents of pruritus in obstructive bili- 
ary disease. 

Another interesting finding shown 
in Table 4 is that in the patient with 
severe pruritus and obstructive jaun- 
dice from carcinoma of the pancreas, 
only the chenodeoxycholate level was 
substantially elevated. This observa- 
tion, coupled with the data from this 
study, further suggests the important 
etiologic role of the dihydroxy acids 
in producing pruritus; furthermore it 
indicates that in complete obstructive 
jaundice, this particular primary bile 
salt is probably mainly responsible 
for the pruritus. 

In incomplete biliary obstruction, 
as in the case of sclerosing cholangitis 
(Table 4), the elevation of both 
deoxycholate and chenodeoxycholate 
is a finding which, coupled with pres- 
ent data, indicates that these bile 
acids are probably the prurigenic 
agents. The same two compounds, 
therefore, probably cause the pruritus 
in most cases of incomplete obstruc- 
tion, whether it is extrahepatic or in- 
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trahepatic, as for example in the cho- 
lestasis associated with pregnancy. In 
addition, the greater affinity of cho- 
lestyramine for dihydroxy than for 
trihydroxy bile acids" produces a de- 
creased dihydroxy/trihydroxy bile 
acid ratio on the skin surface, a ratio 
that is closely correlated with relief of 
pruritus. This observation also lends 
support to the idea that the dihydroxy 
acids probably produce the pruritus. 

The rationale for the prurigenic 
properties of bile acids varying with 
pH is possibly related to the pKa of 
the responsible bile acid. Perhaps the 
glycine conjugate of chenodeoxycho- 
late or deoxycholate, which pre- 
dominates in bile, with its pKa ~ 4, is 
better absorbed at pH ~ 5 than at 
pH ~ 7 or pH ~ 8 because the larger 
number of neutral species of molecule 
present at a lower pH improves 
nonionic diffusion into skin. Similarly, 
free (unconjugated) bile acids, with 
their pKa ~ 6, would be better ab- 
sorbed at pH ~ 5 or pH ~~ 6 than ata 
higher pH if electrically neutral spe- 
cies of molecule are preferentially ab- 
sorbed. The rationale for assaying 
pruritus at varying pH is based on 
the work of K.N. Jeejeebhoy, MD, 
(oral communieation) in which it was 
shown that bile irritated the esoph- 
agus of rabbits only at acid pH. 

The physical and chemical proper- 
ties of the bile acid detergents” dif- 
fer quite widely from the synthetic 
detergents. Thus, bile salt solutions 
fail to show a clear critical micellar 
concentration, as shown by conductiv- 
ity studies, as do typical ionic deter- 
gents. In addition, the bile salt solu- 
tions have a different molecular 
arrangement of polar and nonpolar 
regions than the ionic detergents. In 
view of these differing properties, it 
is not surprising that the biological 
characteristics of these agents also 
differ. Thus, the bile acids stimulate 
pruritus, while the synthetic deter- 
gents do not do so. In addition, the 
synthetic long-chain anionic deter- 
gent used in these experiments some- 
times produced superficial necrosis of 
the skin after several days, whereas 
the bile acids never produced more 
than short-lived irritation. 

It is quite likely, though not proved 
in this study, that the dihydroxy bile 


acids produce pruritus by a relatively 
specific pathophysiologic mechanism 
rather than by a nonspecific chemical 
injury. The main reason for this spec- 
ulation is that detergent agents, such 
as lithocholic acid, and synthetic long- 
chain anionic and“neutral detergents, 
such as sodium lauryl sulfate and Brij ` 
35, respectively, produced inflamma- 
tion in the skin to the same degree as. 
deoxycholate and chenodeoxycholate 
but did not elicit pruritus. The speci- 
fieity of the pruritus is further sug- 
gested by recent preliminary work in 
this laboratory indicating that a 
lower concentration of deoxycholate 
than was used in this investigation. 
produced pruritus without inflamma- 
tion greater than that produced by 
the cream vehicle alone. 
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' Dermal and Epidermal Types 


of Erythema Multiforme 


A Histopathologic Study of 24 Cases 


Constantin E. Orfanos, MD, Cologne, West Germany; 
Gundula Schaumburg-Lever, MD; Walter F. Lever, MD, Boston 


Light and electron microscopical stud- 
ies of erythema multiforme showed two 
types of tissue changes with the bullae 
forming at a different location in each 
type. (a) Erythematous papular lesions re- 
vealed primarily dermal edema resulting 
in intradermal bulla formation, with the 
basal lamina at the top of the blister. (b) 
“Target” lesions showed primarily epi- 
dermal damage resulting in bulla forma- 
tion at the dermal-epidermal junction, 
with the basal lamina, if preserved, at the 
floor of the bulla. Vascular changes were 
encountered in both types. These findings 
show that analogous to the multiform clin- 
ical appearance of erythema multiforme, 
the type of bulla that develops in a given 
case depends on whether the dermis or 
the epidermis is primarily involved. 


linically, erythema multiforme 
shows a great variety of lesions. 
Although typical “target” lesions are 
quite characteristic of this condition, 
erythematous papular lesions are com- 
monly seen and vesicles and bullae 
may occur. Thus, the clinical differ- 
entiation between erythema multi- 
forme, dermatitis herpetiformis, and 
bullous pemphigoid may be difficult. 
The same differential diagnosis has 
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Fig 1.—Bulla formation in erythema multiforme. Top, Dermal type: striking edema in 
papillary layer with little or no epidermal changes (hematoxylin-eosin stain, x 180). Bot- 
tom, Epidermal type: severe damage to Malpighian keratinocytes leads to junctional 
bulla. PAS-positive basement zone remains attached to dermis at floor of blister ( x 450). 
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choring fibrils are seen at roof of blister ( x 25,000). 


to be considered in the histopatholog- 
ic interpretation of a lesion with sub- 
epidermal bullae. In regard to the 
site of the bulla formation two diver- 
gent views have been expressed. Sev- 
eral authors, among them Pinkus and 
Mehregan,' believe that bulla forma- 
tion in erythema multiforme takes 
place at the papillary dermis as the 
result of dermal edema caused by vas- 
cular changes with increased vascular 
permeability. Thus, the PAS-positive 
basement membrane remains attached 
to the epidermis and is found at the 
roof of the blister.’ On the other hand, 
Ackerman and his co-workers? have 
recently reported that liquefaction 
degeneration at the dermoepidermal 
interface was the most characteristic 
light microscopical feature in early 
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target lesions and that vascular 
changes were lacking. 

Previous electron microscopical find- 
ings are also contradictory. Pearson‘ 
reported that bulla formation in 
“classical” erythema multiforme was 
due to damage to the papillary dermis 
and that as a result of this damage 
the basal lamina became detached 
with the epidermis and was located at 
the top of the blister. Similar findings 
were reported by von Bülow et al^ on 
oral lesions. Caulfield and Wilgram, 
however, found that bullae formed at 
the dermoepidermal junction, with 
the basal lamina remaining at the 
floor of the blister. Bellone and Ca- 
puto’ as well as Prutkin and Fellner* 
also found the basal lamina at the 
floor of the bulla in association with 


epidermal damage. 

Because of these different views, 
additional data seemed needed for 
clarification. We did light microscop- 
ical studies of 20 cases of erythema 
multiforme and, in addition, light and 
electron microscopic studies of 4 
cases. Our findings indicate that two 
different types of tissue changes and, 
consequently, two types of blister for- 
mation can be seen in erythema mul- 
tiforme and that vascular changes 
may occur in both types. 


Material and Methods 


Skin specimens of 24 cases of erythema 
multiforme with or without bulla forma- 
tion were studied by light microscopy. Par- 
ticular attention was paid to the site of the 
initial blister formation in relation to the 
PAS-positive basement zone and to the 
presence of vascular changes. For the elec- 
tron microscopical study four patients with 
different types of clinical lesions were se- 
lected and nine biopsy specimens were ob- 
tained and were studied by light and elec- 
tron microscopy. In patients 1 to 3 there 
was no history of drug intake. The fourth 
patient mentioned several drugs; however, 
characteristic target lesions and mucosal 
involvement were present. 

CASE 1.—A 9-year-old boy had ery- 
thematous papular lesions on the trunk 
and extremities of one week's duration. A 
biopsy was taken from a fully developed 
lesion on the trunk. 

CasE 2.—A 40-year-old woman had er- 
ythematous papular lesions over her entire 
body for at least two weeks. Three biopsies 
were taken from (a) clinically noninvolved 
skin, (b) an early erythematous lesion, and 
(c) a fully developed papular lesion. 

CASE 3.—A 19-year-old man had typical 
target lesions on his extremities, palms, 
and soles, and characteristic involvement 
of the mucosae of the oral cavity and the 
genitoanal region with hemorrhage (so- 
called Stevens-Johnson syndrome). Several 
drugs were administered; however, the 
eruption did not clear and the patient was 
hospitalized. During the hospitalization 
new lesions appeared and two biopsy speci- 
mens were taken from the right leg: (a) 
from the erythematous halo of a target le- 
sion, and (b) from the central area of the 
lesion. After systemic treatment with 
large doses of corticosteroids the eruption 
healed completely. 

CASE 4.—A 60-year-old woman had typi- 
cal target lesions on the extremities and 
widespread detachment of the epidermis 
on the trunk, suggesting epidermolysis ne- 
croticans combustiformis (toxic epidermal 
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necrolysis; Lyell syndrome). The central 
part of many of the target lesions showed 
a violaceous necrotic bulla. The patient was 
hospitalized because of the generalized in- 
volvement of the skin and oral mucosa, 
high fever, and the positive Nikolsky sign. 
The eruption cleared «inder the systemic 
‘administration of corticosteroids. Three 
biopsy specimens were obtained from (a) 


‘the periphery of a target lesion, (b) the bul- 


lous center of the same lesion, and (c) from 
clinically noninvolved skin. 

Two specimens of normal skin of two 
healthy volunteers were also taken and 
served as controls. 

The specimens taken for study by elec- 
tron microscopy were prefixed in Kar- 
novsky’s solution (buffered with cacodylate 


‘buffer, pH 7.2) for 3 to 24 hours, rinsed in 


phosphate buffer overnight, fixed in 1% os- 
mium tetroxide solution for 1 hour, rinsed 
again, and embedded for electron micro- 
scopical examination. Thin sections were 
cut with an ultramicrotome. They were 
stained with uranyl acetate and lead cit- 
rate and examined under the electron mi- 
croscope. 


Results 


Light Microscopy.—Light microscop- 
ical studies showed in erythema mul- 
tiforme two different types of tissue 
changes resulting in two different 
types of blister formation. 

Dermal Type of Bulla.—Erythem- 
atous papular lesions revealed a 
prominent perivascular infiltrate of 
mononuclear cells in the dermis with 
extensive edema in the papillary der- 
mis and only insignificant epidermal 
changes. In cases with bullae, bulla 
formation took place intradermally, 
namely in the papillary dermis, so 
that the PAS-positive basement zone 
remained at the top of the blister. 
Secondary epidermal changes were oc- 
casionally present, consisting of focal 
eosinophilie degeneration. These epi- 
dermal changes were seen even in 
cases without bullae but were most 
prominent at the roof of fully devel- 
oped blisters. Nine of the 24 cases ex- 
amined by light microscopy showed 
the dermal type of tissue changes 
(Fig 1, top), among them patients 1 
and 2. 

Epidermal Type of Bulla.—Typical 
target lesions of erythema multi- 
forme showed no significant edema in 
the papillary dermis. On the contrary, 
even at the earliest stage there was 
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Fig 3.—Vascular changes in erythema multiforme. Top, Pronounced swelling of one of 
the endothelial cells (e) lining capillary lumen (L) ( x 7,500). Bottom, Cytoplasm of lumi- 
nal cells appears disorganized and vacuolated. L signifies vascular lumen ( x 10,500). 


already damage to the basal cells 
with intercellular edema and mild cel- 
lular invasion into the basal layer. In 
this type of tissue change, junctional 
bulla formation was present in the 
center of the lesion as a result of 
damage to the lower Malpighian lay- 
ers. The PAS-positive basement zone 
often was not clearly visible, but, 
when recognizable, it was located at 
the bottom of the blister. The changes 
in the upper Malpighian layers 
ranged from moderate vacuolization 
and focal eosinophilic degeneration, 


with the presence of “eosinophilic 
bodies," to widespread epidermal ne- 
crosis. Twelve of the 24 cases exam- 
ined by light microscopy showed the 
epidermal type of bulla formation 
(Fig 1, bottom), among them patients 
3 and 4. 

In three specimens the tissue 
changes were somewhat different, 
consisting of severe damage to the 
upper epidermal layers and less se- 
vere damage to the lower epidermal 
layers, thus resulting in intraepider- 
mal cleavage. Two of these three 
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Fig 4.—Dermal type of lesion. Fibrinoid material (FM) in close connection with his- 
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tiocyte in vicinity of papillary vessel ( x 54,000). 


specimens showed also junctional 
bulla formation, indicating that the 
intraepidermal separation was a vari- 
ant of the epidermal type. However, 
the third specimen showed intraepi- 
dermal separation only. 

Vascular changes showing degen- 
eration and disorganization of the en- 
dothelial cells were present in most 
specimens, but they were more pro- 
nounced in fully developed lesions of 
the dermal type. Mononuclear cells 
such as lymphocytes and histiocytes 
predominated by far in most cases, 
with only a few neutrophils and eo- 
sinophils. In some specimens neutro- 
phils were also present in consid- 
erable numbers, especially in those 
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with extensive epidermal necrosis. 
Extravasation of erythrocytes was 
then a regular finding. Karyorrhexis 
of the neutrophils, so-called nuclear 
dust, was seen only rarely. 

Electron Microscopy.—Dermal Type 
of Bulla.—In erythematous papular 
lesions associated with the intrader- 
mal type of bulla formation (patients 
1 and 2), the changes within the epi- 
dermis were mild. They consisted 
mainly of slight intercellular and in- 
tracellular edema in the Malpighian 
layer. In addition, some macrophages 
were seen invading the epidermis and 
a few keratinocytes showed vacuolar 
degeneration, dyskeratosis, and par- 
tial loss of their desmosomes. In the 


early stages of blister formation one 
saw detachment of the entire der- 
moepidermal junctional apparatus in- 
cluding the hemidesmosomes, the ba- 
sal lamina, and a 0.2u to 0.4u thin 
layer of anchoring fibrils attached to 
the undersurface of the basal lamina, 
(Fig 2). 

In the dermis three prominent. 
changes were regularly observed. 
First, there were vascular changes 
consisting of pronounced swelling of 
endothelial cells (Fig 3, top), or vacu- 
olar degeneration of the entire vessel 
wall (Fig 3, bottom), or both. In some 
cases the swollen endothelial cells had 
become disrupted and cytoplasmic. 
components were found in the vascu- 
lar lumina. In addition, the vascular 
basal lamina often showed areas of 
thickening, discontinuities, and/or 
duplications, with and without ex- 
travasation of erythrocytes. Second, 
large deposits of electron-dense fi- 
brinoid material were seen scattered 
haphazardly throughout the collagen 
and around the papillary capillaries 
(Fig 4). Third, the collagen fibers 
were often altered, showing irregular 
arrangement of disoriented fibrils 
and abundant aggregates of fuzzy, 
filamentous material of low electron 
density, located around and between 
the fibrils (Fig 5). In contrast to the 
collagen, the elastic fibers that were 
occasionally observed in the edema- 
tous intercellular space appeared well 
preserved. 

The inflammatory infiltrate in the 
upper dermis consisted mainly of 
lymphocytes and histiocytes which 
often lay in close contact with one an- 
other. Some neutrophils and, rarely, 
also eosinophils, melanophages, and 
mast cells were seen. 

Epidermal Type of Bulla.—In tar- 
get lesions associated with junctional 
bulla formation (patients 3 and 4), 
pronounced epidermal changes were 
present consisting of extensive dam- 
age to the dermoepidermal junction 
and to the lower Malpighian kera- 
tinocytes. In blisters arising in such 
areas, the basal lamina was found at 
the floor of the bulla (Fig 6, top). Fre- 
quently, however, multiple inter- 
ruptions with severe damage of the 
basal lamina were seen (Fig 6, in- 
sert). Neutrophils and macrophages 
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were present in the lower epidermis, 
and macrophages were seen in the 
process of phagocytosing the dam- 
aged keratinocytes and cellular debris 
(Fig 7). In the middle Malpighian 
layer large, electron dense bodies 
. were observed between the cells, con- 
sisting of giant dyskeratotic mate- 
rial, keratohyalin, and tonofilaments 
(Fig 8, top). These bodies obviously 
corresponded to the eosinophilic 
bodies seen by light microscopy. In 
the upper epidermal layers the kera- 
.tohyalin granules had largely dis- 
Solved and the cytoplasm of the 
` granular cells appeared electron- 
transparent and contained only a few 
organelles. In the intercellular spaces 
disorganized — tonofilaments were 
seen, still showing attachment plates 
and desmosomal cement, whereas the 
plasma membrane had disappeared 
(Fig 8, insert). 

In the papillary dermis a moderate 
degree of edema was seen. However, 
in contrast to the findings in speci- 
mens of the dermal type, not only the 
elastic fibers but also the collagen 
fibers were well preserved and fi- 
brinoid material was absent. The 
inflammatory infiltrate consisted 
mainly of lymphocytes and his- 
tiocytes; however, fairly numerous 
neutrophils were also seen in some 
cases. 

Vascular changes were not found in 
all specimens; but, when present, vac- 
uolar degeneration of the entire ves- 
sel wall was a prominent finding. Ex- 
travasation of erythrocytes was then 
evident and large amounts of eryth- 
rocytes were seen not only through- 
out the slightly edematous upper der- 
mis but extended also into the cavity 
of the juntional bulla. 

In the two instances in which speci- 
mens were obtained from the periph- 
ery as well as from the center of tar- 
get lesions, the bulla was epidermal 
in type, showing quantitative differ- 
ences only. 


Comment 


The reported findings indicate that 
in erythema multiforme two differ- 
ent types of blister formation may oc- 
cur, one primarily involving the der- 
mis and the other involving primarily 
the epidermis and the dermoepider- 
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Fig 5.—Dermal type of lesion. Top, Fuzzy material (star) surrounds irregularly arranged 
collagen fibrils and well-preserved elastic fiber (e). Collagen fibrils in upper left corner 
appear normal (x 13,500). Higher magnification (bottom) shows fuzzy, filamentous 
sheath between and around collagen fibrils ( x 21,000). 


mal junction. 

Our findings supply a reasonable 
explanation for the previous light and 
electron microscopical observations in 
erythema multiforme, which were 
contradictory, obviously because the 
different authors had examined dif- 
ferent types of lesions. 

Dermal Type of Bulla.—In nearly 
one third of our specimens intrader- 
mal "pressure" bullae were observed, 
as described by Pinkus and Mehre- 
gan, showing extensive papillary 
edema. In these specimens the PAS- 
positive basement zone was found by 
light microscopy to be attached to the 


epidermis at the top of the bulla, as 
MacVicar et al? have reported. Corre- 
spondingly, by electron microscopy 
the basal lamina and the thin layer of 
anchoring fibrils were seen in contact 
with the detached epidermis. 
Specimens with intradermal bulla 
formation seem to represent a com- 
mon and characteristic type of er- 
ythema multiforme, since the tissue 
changes seen in this type are differ- 
ent from those found usually in other 
diseases with subepidermal bullae. 
Contrary to the early damage of ke- 
ratinocytes seen in the epidermal 
type, in the dermal type the changes 
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Fig 6.—Epidermal type of bulla. Basal lamina is seen at floor of 
blister cavity (B). (x 25,000) Inset, At places basal lamina shows 


interruptions ( x 21,000). 


of the epidermis are secondary to 
bulla formation, found predominantly 
at the top of fully developed blisters. 
It seems also likely, that Pearson‘ and 
von Bülow et al^ had examined lesions 
of erythema multiforme with intra- 
dermal bulla formation. 

Epidermal Type of Bulla.—This 
type of bulla formation as described 
here, corresponds to the light micro- 
scopical changes reported by Acker- 
man et al? In the present study we 
confirmed the findings of these au- 
thors by light and electron micros- 
copy, showing that in target lesions 
the bulla formation is primarily a re- 
sult of damage to epidermal cells 
rather than to "collagen degenera- 
tion" in the upper dermis. When bulla 
formation occurs, the basal lamina, 
unless it is destroyed, is seen attached 
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to the floor of the blister. The fact 
that the tissue changes at the periph- 
ery and in the center of target lesions 
are similar indicates clearly that the 
epidermal type of lesion is not just a 
late stage of the dermal type. In addi- 
tion, in the epidermal type of er- 
ythema multiforme less significant 
changes occur in the upper dermis, as 
has been already shown in previous 
electron microscopical observations of 
Bellone and Caputo’ and Prutkin and 
Fellner.* These facts suggest that in 
this type of bulla formation the epi- 
dermal changes develop indepen- 
dently from the dermal changes. 
Epidermal damage similar to that 
seen by us in the epidermal type of 
erythema multiforme has been de- 
scribed in Lyell syndrome.*'^ The 
findings reported in the present study 





Fig 7.—Epidermal type of lesion. Macrophage (Ma) interacting 
with damaged keratinocyte (Ke) at roof of a blister ( x 12,500). 


are ultrastructurally indistinguish- 
able from those reported for the 
“adult type” of Lyell syndrome, indi- 
cating that the bulla formation in 
Lyell syndrome does not differ basi- 
cally from that occurring in the epi- 
dermal type of erythema multiforme, 
if the biopsies are taken from the 
center of bullous target lesions. On 
the contrary, it seem to us reason- 
able to suggest that toxic epidermal 
necrolysis is a maximal variant of the 
epidermal type of erythema multi- 
forme. Nevertheless, epidermal ne- 
crolysis even if one considers only the 
“adult type," may not be a specific 
disorder, since it has been also seen in 
fixed drug eruptions and in severe 
patch test reactions and, thus, may 
represent an epidermal reaction to 
different agents.'':” 
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Fig 8.—Epidermal type of lesion. In Malpighian layer of damaged epidermis an os- 
miophilic body (B) is seen which consists of dyskeratotic material ( x 12,500). Inset, In 
severely damaged upper epidermal layers desmosomes are partly preserved, consisting 
of tonofilaments (1), attachment plates (2), and cement material (3), whereas plasma 


membrane has completely disappeared ( x 21,000). 


The present study revealed also 
that in erythema multiforme the 
small dermal capillaries are involved 
in the disease process, causing ex- 
travasation of cells or fluids, or both, 
into the skin. It is noteworthy that 
the occurrence of fibrinoid material 
has been reported in other bullous 
skin diseases, such as bullous pemphi- 
goid'? and dermatitis herpetiformis," 
as well as in vasculitis'*'* and in ex- 
perimental blister formation." This 
indieates that the presence of fi- 
brinoid material at the ultrastruc- 
tural level is not diagnostic for any 
nosologic entity. The fibrinoid mate- 
rial obviously differed from the fuzzy, 
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filamentous component which was 
found between the collagen fibrils, 
since it had a higher electron density 
and did not always show a spatial re- 
lationship to collagen. 

Between the two types of blister 
formation no transitional forms were 
found with certainty, although such 
forms may exist. During these stud- 
ies a clear differentiation between 
dermal and epidermal type could be 
made in all biopsy specimens, This 
supports the idea that the two types 
are not just different stages of devel- 
opment of the same lesion. As to the 
question of whether one or both types 
of bullae may occur in the same pa- 


tient, no definitive answer can be 
given in this study. The pathogenetic 
basis on which the two types ‘of blis- 
ters develop also remains unknown. It 
seems likely that a different degree of 
reactivity of the tissue to certain 
pathogenetic agents determines 
whether the bulla forms in the dermis 
beneath the basal lamina or 4n the 
epidermis above the basal lamina. 


This investigation was supported in part by 
the Max Kade Foundation, New York. 
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Pyogenic Granuloma 
With Multiple Satellites 


Shukrallah T. Zaynoun, MD; Haroutioun H. Juljulian, MD; Amal K. Kurban, MD, Beirut, Lebanon 


During the past few years there has 
been an increasing awareness of the con- 
dition wherein multiple satellite pyogenic 
granulomas develop after the primary le- 
sion is treated or traumatized. To date 
some 23 such patients have had their 
cases reported. Four additional new 
cases are being described and the fea- 
tures of this uncommon condition are re- 
viewed. 


Ithough “pyogenic granuloma” is a 
rather frequently encountered 
tumor, one of its uncommon complica- 
tions is the development of multiple 
satellite lesions following excision or 
irritation of the primary growth. 
Warner and Wilson Jones' collected 
10 and reported 11 new cases. Two ad- 
ditional patients have recently been 
described.? In this communication 
the cases of four other patients are 
reported, one of whom had an unusual 
clinical picture. 
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Report of Cases 


CasE L—A 13-year-old girl gave a his- 
tory of a pedunculated easily bleeding nod- 
ule over the abdominal wall, which had 
been treated by electrodesiccation four 
months earlier. One month after treatment 
there appeared around the scar 2- to 6- mm 
bright red, angiomatous papules (Fig 1). A 
biopsy specimen of one of these lesions 
showed on histological examination islands 
in the upper and mid dermis made up of 
newly formed, closely packed capillaries 
and proliferating endothelial cells. The 
stroma was mildly edematous but con- 
tained no mucinous material. Minimal in- 
flammation was seen (Fig 2). The over- 
lying epidermis was flattened but not 
eroded and formed a collarette around the 
lesion. 

CASE 2.—A 25-year-old man was first 
seen in 1961. He then gave a history of a 
nodule on the right scapular region, of sev- 
eral months' duration. Four weeks prior to 
admission the lesion became pruritic and 
was vigorously scratched. Subsequently it 
started to bleed easily and grew in size. 
Multiple satellite lesions made their ap- 
pearance shortly afterwards. Physical ex- 
amination revealed a 0.75 X 1 em lobulated 
bright red nodule surrounded by small pap- 
ules of the same color (Fig 3). The histopa- 
thologic picture in both the primary and 
the satellite lesions was similar to that of 
case 1. Serial sections from the surround- 
ing normal skin did not reveal any abnor- 
mality. 


CasE 3.—A 19-year-old man had an eas- 
ily-bleeding nodule on the right scapular 
region, of one year's duration. An excision 
biopsy revealed a papillomatous structure 
made up of newly formed blood vessels 
with endothelial cell proliferation. Large 
vascular channels lined with one layer of 
endothelial cells were also present (Fig 4). 
The stroma was edematous and mucoid 
and showed a moderate infiltrate made up 
of histiocytes, plasma cells, and lympho- 
cytes. The epidermis formed a collarette at 
the base of the nodule. 

Five months after the excision of the 
primary growth new lesions developed 
around the scar. They consisted of 1- to 2- 
mm angiomatous papules that bled easily. 
Histopathological examination showed 
multiple masses in the upper dermis, made 
up of proliferating, densely packed endo- 
thelial cells and newly formed blood ves- 
sels (Fig 5). The capillaries were lined by 
swollen endothelial cells. There was min- 
imal stromal edema and some deposition of 
mucinous material. 

The lesions were cauterized and curetted 
but they all recurred. Since new lesions 
continued to appear the whole patch was 
excised. On follow-up examination one 
year later, few lesions were present 
around the scar. 

CASE 4.—A 13-year-old girl developed a 
typical lesion of granuloma pyogenicum on 
the right infraclavicular region at the age 
of 6 years. This was then shaven off and 
the base cauterized. Histological examina- 
tion showed a pedunculated nodule covered 
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Fig 1.—Satellite papules over mid abdomen, around the scar of 


primary lesion (case 1). 


with an atrophic epidermis showing collar- 
ette formation at the base. The nodule was 
made up of newly formed capillaries with 
prominent endothelial proliferation. The 
stroma was hypercellular and contained 
some mucinous material. 

Two years later she developed a similar 
lesion in the right supraclavicular region. 
This, too, was excised and showed histolog- 
ical features similar to those of the first le- 
sion. 

At the age of 12 years she presented 
with a week-old nodule above the right 
breast. During this visit and for the first 
time she was also noticed to have a tel- 
angiectatic erythematous patch in the right 
clavicular region, extending down to the 
right breast. Several pinpoint angiomatous 
lesions were present in this area. The nod- 
ule was excised and its histopathological 
features were similar to those of the ear- 
lier lesions. Biopsies from the small angi- 
omas and the telangiectatic patch were re- 
fused by the patient. On recent follow-up 
examination, most of the pinpoint angi- 
omas had disappeared without treatment. 


Comment 


Pyogenic granuloma has always 
been something of an enigma as re- 
gards its histogenesis, pathology, and 
classification. Most authors now ac- 
cept the view that the lesion is pri- 
marily a vascular disturbance.‘ 
Whereas Stout and Lattes’ prefer the 
more descriptive term of "capillary 
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Fig 2.—Masses made up of capillaries and proliferating endo- 


thelial cells (case 1) (hematoxylin-eosin, original magnification 


x 90). 





omatous papules over right scapular re- 
gion (case 2). 


hemangioma, granuloma type," 
Lever* considers it a capillary hem- 
angioma. Presumably granuloma pyo- 
genicum has some distinguishing his- 
tological features: pedunculation with 
epidermal atrophy and collarette for- 
mation; a mucoid edematous stroma 
containing an inflammatory infil- 
trate; swelling of the endothelial cells 
lining the capillaries. However, the 
presence of each of these components 
is influenced by factors such as the 
age of the lesion and the presence or 
absence of erosion of the epidermis. 


In both granuloma pyogenicum and 
classical capillary hemangioma there 
is considerable endothelial cell prolif- 
eration; however, this is not as 
marked in the older lesions of pyo- 
genie granuloma. 

The histological findings in all of 
the cases reported above are charac- 
teristic of pyogenic granuloma, even 
though mucinous deposition in the 
stroma is minimal or absent. Since 
the lesions are not ulcerated the ab- 
sence of an inflammatory infiltrate is 
not surprising. Warner and Wilson 
Jones' have found that “the original 
and the recurrent lesions showed pro- 
liferating angiomatous tissue of the 
kind usually found in pyogenic granu- 
loma, however some of the smaller re- 
current papules closely simulated a 
simple capilary hemangioma." Our 
findings are similar to those of 
Warner and Wilson Jones.' The histo- 
logical pictures in cases 1, 2, and in 
the satellite papules of case 3 are also 
indicative of a simple capillary hem- 
angioma. 

The pathogenesis of the satellite le- 
sions is unknown. Some authors have 
advanced the hypothesis of under- 
lying pathological changes, possibly 
vascular in nature, giving rise to the 
primary as well as the satellite le- 
sions. Such a hypothesis proposes 
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Fig 4.—Newly formed blood vessels with 
significant endothelial cell proliferation 
are prominent on the right side (case 3). 
Large vascular channels lined with one 
layer of endothelial cells are also seen 
(hematoxylin-eosin, original magnification 
x 225). 


that a particular "terrain," when 
properly stimulated, can give rise to 
angiomatous lesions. Some observa- 
tions seem to favor this hypothesis: 
(1) the simultaneous appearance of 
multiple lesions following trauma 
such as a blow to the neck in the case 
reported by Foldvari*; and (2) the 
emergence of pyogenic granuloma in 
a portwine stain' and the develop- 
ment of what looks like a portwine 
stain in our case 4. 

There are many factors which may 
act as stimulus for new vessel growth 
and endothelial cell proliferation. 
Ryan and Kurban’ have shown that 
injury to the epidermis by various 
types of trauma stimulates the 
growth of new vessels in the injured 
areas. The morphology of the new 
vessels is the same as that of the ves- 
sels already present in the area prior 
to the injury. The history of trauma 
or irritation in many of the reported 
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cases lends support to this idea. How- 
ever, it does not offer a convincing ex- 
planation for the relatively long in- 
terval between the occurrence of the 
trauma and the appearance of the 
satellite lesions. Ryan" classifies the 
stimuli to vascular growth as intra- 
vascular, vascular, and extravascular. 
Obstruction to outflow from a vessel, 
factors influencing the permeability 
of the vessel such as histamines and 
proteases released from damaged 
cells (epidermal or dermal), and 
changes in the intervening connec- 
tive tissue (fibroblasts, mast cells, etc) 
are all considered as important fac- 
tors. It has been suggested by Bow- 
ers'' that the removal of the primary 
lesion could result in transfer of the 
pressure to the surrounding skin thus 
leading to capillary growth prolifera- 
tion. This seems unlikely, however, 
when the satellites develop while the 
primary lesions are still present as in 
our case 2 and in the patient de- 
scribed by Frain-Bell: It is very 
likely that a combination of factors is 
responsible for the phenomenon of 
the growth of these multiple pyogenic 
granulomas. 

In addition it is intriguing to note 
that whereas multiple satellites usu- 
ally appear on the trunk and partic- 
ularly in the scapular region, the 
single pyogenic granulomas are most 
common on the face and scalp. This 
site difference could possibly be the 
key to the understanding of some of 
the factors responsible for the induc- 
tion of capillary proliferation. 

Deep excisions of pyogenic granu- 
lomas in these sites might reveal a 
deep-seated capillary hemangioma 
and thus confirm the postulate that 
such a hemangioma is a prerequisite 
for the development of satellite le- 
sions. 
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Fig 5.—Details of endothelial cells lining 
newly formed capillaries (case 3) (hema- 
toxylin-eosin, original magnification 
x 400). 
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Herpes Zoster With 
Neurogenic Bladder Dysfunction 


Allan K. Izumi, MD, John Edwards, Jr., MD, Honolulu 


Eight patients who had herpes zoster 
associated with neurogenic bladder dys- 
function were studied. The herpes zoster 
eruption appeared in the sacral derma- 
tomes (S2-S4) in five patients, in the 
ilioinguinal dermatomes (L1-L2) in two 
patients and in the thoracic dermatome 
(T12) in one patient. Acute urinary reten- 
tion and polyuria were present in six pa- 
tients. Other visceral symptoms included 
dysuria, hematuria, constipation, and im- 
potence. Laboratory results were less dis- 
criminating, although three patients had 
combinations of hematuria, pyuria, and 
bacillurla, and two of the four patients 
studied had flaccid neurogenic bladders, 
as determined by cystometrograms and 
residual urine measurements. There was 
complete recovery of bladder and bowel 
function within two to four weeks. This re- 
covery paralleled the resolution of the 
zoster eruption. 


e association of herpes zoster 

with neurogenic bladder dysfunc- 
tion is an uncommon complication. 
Gibbon's review' of 14 cases and the 
findings in nine other cases** indi- 
cates that this association follows a 
rather characteristic clinical pattern. 
The herpes zoster eruption usually ap- 
pears in the sacral distribution (S2- 


Accepted for publication Nov 7, 1973. 

From the departments of dermatology (Dr. 
Izumi) and urology (Dr. Edwards), Straub Clinic 
Inc., Honolulu. 

Reprint requests to Straub Clinie Inc., 888 S 
King St, Honolulu 96813 (Dr. Izumi). 


S4), but on occasion it may involve 
the ilioinguinal segments (Ll1-L2) 
(Figure). Symptoms of acute urinary 
retention or cystitis usually occur 
coincident with or shortly after the 
onset of the herpes zoster eruption. 
Constipation is also a frequent ac- 
companying feature. 

The pathogenesis of the hypotonic 
neurogenic bladder that accompanies 
the herpetic infection is not fully un- 
derstood, but clinicopathologic and an- 
atomic evidence suggests that there 
is an interruption of the micturition 
reflex arc on either the motor or sen- 
sory pathway (or both) to the bladder 
muscle. 

In the past two years, we have 
studied eight cases of neurogenic 
bladder dysfunction associated with 
herpes zoster. The following report 
describes the clinical and laboratory 
features of this association. 


Materials and Methods 


Eight patients, four men and four 
women, ranging in age from 27 to 70 years, 
were seen in the departments of dermatol- 
ogy, urology, or neurology at the Straub 
Clinie during the years 1970 to 1972. A 
complete physical examination was per- 
formed on each patient. Bladder dynamic 
studies (cystometrogram or residual urine 
measurements) were done on four pa- 
tients. Cystoscopy was done on one pa- 
tient. Follow-up examinations were done 
in all but one patient between three and 
six weeks following the onset of the vis- 
ceral symptoms. 
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Dermatomal patterns of sacrolumbar segments affected by herpes zoster. 


Clinical and Laboratory Data of Eight Patients With Herpes Zoster and Neurogenic Bladder Dysfunction 





Patient/Sex/Age, yr 
1/F/46 








2/M/70 






3/M/54 





4/F/27 





5/F/45 





6/M/57 
7/F/54 






8/M/60 








Dermatome 
Affected by 
Herpes Zoster 


$2-S4 


$2-S4 
$2-S4 
L1-L2 
S2-84 


L2 
T12 


$2-S4 
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Visceral Symptoms 


Frequency, urinary retention, 
hematuria (massive), constipation 


Frequency, dysuria, hesitancy, 
urinary retention 


Frequency, constipation 


Frequency, urinary retention, 
impotence 


Frequency, urinary retention, 
constipation 


Constipation 


Frequency, urinary retention, 
dysuria 


Urinary retention 


* UA indicates urinalysis; CSF indicates cerebrospinal fluid. 
T Constipation present for six months. 
t Unavailable for follow-up. 
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Results 


The results of this study are sum- 
marized in the Table. The high fnci- 
dence in patients who were in the 
fourth through the sixth decade of 
life, though not statistieally signifi- 
cant, is characteristic and corre- 
sponds to that found in other studies 
reported in the literature. The pros- 
tate was normal in size in all four 
men. Five of the eight patients had 
herpes zoster involvement in the 
sacral dermatomes (32-84), two pa- 
tients in the ilioinguinal dermatomes 
(L1-L2), and one patient in the T12 
dermatome. In each patient, except 
one (patient 3), a painful zosteriform 
eruption preceded the onset of the 
visceral symptoms by one to five days. 
Frequency of urination or acute uri- 
nary retention was present in six pa- 
tients. Constipation was present in 
half of the patients. Dysuria and 
hematuria were present in two pa- 
tients, and impotence was recorded in 
one patient. 

Urinalysis results were normal in 
five patients and abnormal in three 
patients. In the three latter patients, 
combinations of hematuria (massive 
in one), pyuria, and bacilluria were 
present. Bladder dynamic studies in 
four patients showed that two of 


Recovery Period, 


Laboratory Findings * wk 

UA: hematuria, pyuria, bacilluria 4t 

Cystometrogram: residual urine, 

40 ml 

irritable bladder 

Cystoscopy: generalized cystitis 
UA: normal i 
UA: normal 2 

no residual urine (catheter) 
UA: normal 

residual urine, 30 ml 3 
UA: normal 3 
UA: normal 3 
UA: pyuria, bacilluria 3 
UA: hematuria 24 


CSF: lymphocytes, 8/cu mm 
no residual urine (catheter) 
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them had hypotonic bladders, with re- 
sidual urine of 30 to 40 ml. In one pa- 
tient, cytoscopy was done six days af- 
ter the onset of neurogenic bladder 
symptoms and showed generalized 
cystitis. y 

Follow-up examinations of all pa- 
tients (except patient 2) showed that 
there was complete recovery from vis- 
céral symptoms at periods varying 
from two to four weeks after the on- 
set of their initial symptoms. The res- 
olution of visceral symptoms corre- 
lated well with the subsidence of pain 
and the herpes zoster eruption. Con- 
stipation persisted for more than six 
months in patient 1. Repeat urinaly- 
sis on the three patients with initially 
abnormal findings showed that there 
was a reversion to normal within two 
to three weeks. 


Comment 


Involvement of the motor system, 
with paresis and paralysis of somatic 
and cranial nerves, is fortunately an 
uncommon accompaniment of herpes 
zoster.*'" Visceral involvement, both 
sensory and motor, is an even rarer 
manifestation of herpes zoster; in 
such cases the symptoms test the 
diagnostician's ability." 

The association of herpes zoster 
and neurogenic bladder dysfunction 
presents in a less subtle manner. A 
cumulative review of the reported 
cases,’* including our series, indicates 
that in a substantial percentage of 
cases of sacral herpes zoster and in 
some where there is ilioinguinal in- 
volvement, there is a characteristic 
clinical course. 

Thus in 29 of 31 cases that were re- 
viewed, there was a zosteriform erup- 
tion. The zosteriform eruption ap- 
peared in the sacral dermatomes (S2- 
54) in 21 cases, in the ilioinguinal der- 
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matomes (L1-L2) in five cases, and in 
the thoracic dermatomes (T12) in one 
case. An eruption was present but not 
described in two cases. In two cases, 
no cutaneous eruption was present, 
but cystoscopy in each case showed 
that the patients had a unilateral 
eruption on the bladder wall that was 
consistent with herpes zoster. Re- 
lated symptoms were either due to di- 
rect neurogenic effects on viscera 
(urinary retention, 22 cases; constipa- 
tion, 11 cases; and impotence, 2 cases) 
or to secondary complications of a 
flaccid bladder (symptoms of cystitis 
[14 cases], such as polyuria, dysuria, 
and hematuria). 

The laboratory features of herpetic 
flaccid bladder dysfunction are less 
complete, but of those examined by 
cystoscopy (14 patients), six patients 
had an ipsilateral eruption on the 
bladder wall, whereas four patients 
had either a generalized eruption or 
no eruption at all. Cystometrograms 
were recorded in ten patients. half of 
whom had flaccid neurogenic blad- 
ders. 

Complications of bladder and bowel 
function a$sociated with herpes zos- 
ter in the ilioinguinal and sacral seg- 
ments is rare, but this review sug- 
gests that individuals between 40 and 
70 years of age are especially vulner- 
able to this complication. 

The prognosis for complete bladder 
recovery is excellent. In all reported 
cases, including our series, no perma- 
nent bladder sequelae ensued, and all 
patients made a complete and perma- 
nent recovery. Clinically, the recovery 
of bladder and bowel functions gener- 
ally paralleled the resolution of the 
associated pain and zoster eruption. 
Therapeutic goals were directed pri- 
marily toward relief of pain and sup- 
portive efforts to correct the effects of 


the hypotonic bladder (intermittent 
or indwelling bladder catheterization) 
and occasional bladder infections. 
Oecasionally, parasympathomimetic 
drugs were used when cystometric 
studies showed that there was a hy- 
potonic bladder.” 

An awareness of the assocjation of 
herpes zoster and neurogenic bladder 
dysfunction, especially in older pa- 
tients; expectation for total bladder 
recovery; and emphasis on conserva- 
tive therapeutic measures constitute 
appropriate treatment for this condi- 
tion. 


Michael Okihiro, MD, supplied the data re- 
garding patient 8. 
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Clinical Antifungal Activity 
of Thiabendazole 


Francisco Battistini, MD, Ciudad Bolivar, Venezuela; Nardo Zaias, MD, 
Miami Beach, Fla; Ruth Sierra, PhD, Ciudad Bolivar, Venezuela; 


Gerbert Rebell, MS, Miami Beach, Fla 


Thiabendazole has been tried as a topi- 
cally applied preparation against various 
types of body ringworm. It is an effective 
antifungal agent and clears ringworm le- 
sions as rapidly as systemically adminis- 
tered griseofulvin. 

Thiabendazole’s topical effectiveness 
is markedly enhanced by an alcoholic ve- 
hicle, but it may have a negligible effect in 
a polyethylene glycol vehicle. 


here is a great need for a top- 

ically applied preparation whose 
antifungal qualities match those of 
systemically taken griseofulvin. At 
present, there are some preparations 
available that demonstrate  anti- 
fungal activity better than control 
vehicles and better than the gener- 
ally used broad-spectrum antifungal 
chemicals, such as fatty acid prepara- 
tions; but none is available which ap- 
proaches in effectiveness the clinical 
antifungal activity of systemically 
administered griseofulvin. 
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Fig 1.—Facial ringworm simulating 
lupus erythematosus caused by T men- 
tagrophytes. 





Fig 2.—Same ringworm as in Fig 1, ten’ 
days after treatment with 10% thiabenda- 
zole cream (remained clear for 120 days' 
follow-up). 


Antifungal 
Activity of Thiabendazole 


Thiabendazole, 2-(4’-thiazolyl) ben- 
zimidazole, was first introduced in the 
United States in 1961 as a broad spec- 
trum antihelminthic.'~ Its antifungal 
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Fig 3.—Tinea corporis caused by T ru- 
brum, three years' duration. 





Fig 4.—Same as in Fig 3, after 28 days 
treatment with 1096 thiabendazole cream 
(remained clear for 120 days' follow-up). 
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Fig 5.—Days required for clinical and mycological cure in 65 sites of 58 patients 
treated with 1096 thiabendazole cream. Standard results with orally administered griseo- 


fulvin indicated by asterisks. 


effect in vitro and its antifungal ef- 
fects on experimentally induced Tri- 
chophyton mentagrophytes infections 
in guinea pigs have been well docu- 
mented.* 

In human ringworm infections, 
Fleishmajer et al^ were the first to 
note the apparent in vivo antifungal 
effects of a topically applied 4% prep- 
aration. Their results, however, were 
not striking. Stone et al,’ in treating 
two patients with tinea nigra pal- 
maris, showed that 2% thiabendazole 
in 90% dimethyl sulfoxide solution 
was curative as compared to a 4% 
thiabendazole ointment preparation, 
which was not effective at all. 

In cases of deep mycoses, Solano: 
studied the effects of orally adminis- 
tered thiabendazole in chromomycosis 
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and showed that some patients re- 
sponded favorably to prolonged doses 
of 2 gm daily, with disappearance of 
the lesion. However, not all cases re- 
sponded, and some relapsed after the 
thiabendazole was discontinued. In 
this study, Solano mentions the pos- 
sible beneficial effects of the drug on 
onychomycosis, which these patients 
had concomitantly. Alonso Cortes, 
MD, Colombia, has tried orally given 
thiabendazole in even iarger doses, 3 
gm daily, for two to four months, 
with disappointing effects. More re- 
cent studies, however, indicate that 
treatment with orally given thia- 
bendazole for as long as two years, 
alone or in combination with the exci- 
sion of the lesions, may be beneficial 
in selected patients.* 








Topical applications’ of thiabenda- 
zole in the treatment of chromo- 
mycosis were tried very successfully 
in a single case by Battistini and 
Sierra." They treated an ulcerated le- 
sion of chromomycosis caused by Fon- 
seca pedrosoi by applying pulverized 
thiabendazole directly on the ulce- 
rated lesion for approximately seven 
months. This small lesion was cured, 
and no relapse has been noted during 
a four-year follow-up. 


Methods 


This study represents a cooperative ef- 
fort by two dermatology centers. The clini- 
cal studies were done to evaluate the effec- 
tiveness of 10% thiabendazole as a topical 
antifungal agent in a vanishing cream 
base and to compare 0.25% thiabendazole 
in two vehicles; these were 0.25% thia- 
bendazole dissolved in polyethylene glycol 
400, and 0.25% thiabendazole dissolved in 
70% alcohol. 

Clinical Diseases Treated.—Patients of 
ages 6 to 60 years with tinea corporis, tinea 
capitis, tinea cruris, tinea pedis, and ony- 
chomycosis were used in these studies 
(Table). In all instances, the patients were 
advised of the experimental nature of this 
treatment, and careful supervision was 
exercised. 

All patients were culture-positive for 
dermatophytes and cultures were taken re- 
peatedly throughout the duration of the 
study and follow-up period. 

Topical Preparations Used.—Thiabenda- 
zole was used in a vanishing cream. The 
thiabendazole was obtained as a powder in 
Venezuela and mixed with the vanishing 
cream. The thiabendazole in the powder 
was approximately 94% pure as deter- 
mined by chemical analysis.” 

Ten percent thiabendazole was used in 
the form compounded for pediatric use in a 
marshmallow suspension (Mintezol). This 
medication was applied to the affected skin 
areas directly out of the bottle. 

The other four preparations used were 
0.25% thiabendazole in 70% alcohol (a solu- 
tion), a control vehicle (70% alcohol), 0.25% 
thiabendazole in polyethylene glycol 400 (a 
solution), and a control vehicle (polyethyl- 
ene glycol 400). 

The thiabendazole used to prepare the 
alcohol and polyethylene glycol 400 solu- 
tions was obtained by repeatedly washing 
Mintezol oral suspension with cold water to 
dissolve out the flavoring and then sus- 
pending the compounds and drying them 
at room temperature to recover the undis- 
solved thiabendazole. 

Clinical Study of Topically Applied 10% 
Thiabendazole in Vanishing Cream.—Proto- 
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col.—Patients witlfclinical and culture-pos- 
itive tinea corporis, tinea capitis, tinea 
cruris, tinea pedis, and onychomyoeosis ap- 
plied the preparation to affected areas 
three times daily. They were examined at 
ten-day intervals for 120 days. At these 
follow-up visits, cultures were taken. The 
patients applied the cream preparation for 
as long as they had clinical and mycologi- 
cal evidence of disease, but not for longer 
than 120 days. The Table shows the causa- 
tive organisms in this series of patients. 


Results 





Tinea  Corporis.-Twenty-six pa- | NL | 
tients with tinea corporis caused by Fig 6.—Tinea corporis and cruris Fig 7.—Same infection as in Fig 6, after 
various agents were treated (Table). | caused by Epidermophyton floccosum. ten days treatment with 1096 thiabenda- 
Of the 26, 21 (80%) including 15 with zole cream (remainder clear for 120 days' 
T rubrum had their disease clear in follow-up). 


30 days (Fig 1 to 4); the remaining six 
cases (20%), all with T rubrum, 
cleared in 50 days. All clinical and 
mycological evidence of disease dis- 
appeared and no recurrences were 
noted during the 120-day follow-up. 
Tinea  Cruris.—Thirteen patients 
with tinea cruris caused by various 
etiological agents were treated. Ten 
of these (80%), including those with T 
rubrum, had their infections clear in 
39 days of therapy. Three additional 
patients (20%), all with T rubrum 
(Fig 5), required 40 days for clearing 
of all elinical and mycologic evidence 





of disease. Follow-up to a total of 120 Fig 8.—Tinea pedis caused by 7 rubrum, Fig 9.—Same tinea as in Fig 8, after 45 
days did not reveal recurrences or two years’ duration. days of 1096 thiabendazole cream. Foot 
reinfection (Fig 6 and 7). remained clear for 120 days. 


Tinea Capitis.-Seventeen patients 
were treated. Sixteen with Micro- 
sporum canis and one with M gyp- 
seum were cured at 80 days (11 


weeks). One patient with M canis did Fig 11.—Same tinea as in Fig 10, four 
not respond to the treatment, and it Fig 10.—Tinea ungium caused by Tri ^ months after occlusive treatment with 10% 
was considered to have failed at 120 chophyton rubrum, four years' duration. thiabendazole. 


days. 

Tinea Pedis.—Five patients, four 
with T rubrum and one with M gyp- 
seum, were treated. Two cases cleared 
by 60 days (Fig 8 and 9). One addi- 
tional case cleared by 70 days. The re- 
maining two cases (T rubrum) were 
treatment failures. 

Onychomycosis.—Four patients, all 
with T rubrum, were treated. Three 
cases failed to clear completely in 120 
days. One case did completely clear. 
However, 120 days of treatment is 
not an adequate period for effective 
treatment of onychomycosis (Fig 10 
and 11). 





Ju € dtm ET F A 
E 44 M Aa orario rcm t å 
>i Ws ] B. 


T1 





Arch Dermatol/Vol 109, May 1974 Thiabendazole/Battistini et al 697 





*Fig 12.—Tinea corporis of buttocks 
caused by 7 rubrum, six months’ dura- 
tion. Right side (TBZ) received 0.25% thia- 
bendazole. 





Fig 14.—Tinea corporis caused by T ru- 
brum. Right side (R) treated with 0.2596 
thiabendazole in alcohol, left side with 
7096 alcohol. 





Fig 16.—Experimental ringworm infec- 
tion caused by T rubrum, five months’ du- 
ration treated with 0.2596 thiabendazole in 
7096 alcohol (TBZ). Proximally (toward el- 
bow) treated with thiabendazole, distally 
(toward wrist) with 7096 alcohol vehicle 
alone. 


Observations 


Ten Percent Thiabendazole Cream.— 
Although this study was not a double- 
blind controlled one, it is apparent 
from the data that 10% thiabendazole 
cream is a very effective antifungal 
preparation in treating tinea corporis 
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Fig 13.—Same tinea as in Fig 11 at 14 
days posttreatment of right side with 
0.2596 thiabendazole in 7096 alcohol; area 
remained clear of ringworm at four weeks' 
follow-up. Left side treated with 7096 alco- 
hol shows evidence of ringworm (arrows). 


Fig 15.—Same infection as in Fig 13, two 
weeks after treatment. Right side treated 
with thiabendazole completely cleared. 





Fig 17.—Same ringworm infection as in 
Fig 15, two weeks after treatment. Note 
proximal area treated with 0.2596 thia- 
bendazole in alcohol (TBZ) is clear. 


and tinea cruris, including infections 
caused by T rubrum, and in treating 
tinea capitus as compared with sys- 
temically administered griseofulvin. 
The study does not indicate a favor- 
able effect in treatment of onychomy- 
cosis and tinea pedis. In onychomy- 
cosis, a longer period of treatment 





and follow-up is necessary. In tinea 
pedis, the cream vehicle may have 
been unsuited for treatment. In both 
instances, topical daily treatment for 
long periods may be impractical and 
even impossible. A variety of etio- 
logie agents of ringworm, as in this 
study, present a danger in the eval- 
uation of an antifungal agent be- 
cause of the shorter normal life his- 
tory of the clinical disease in some 
dermatophyte species as compared 
with T rubrum. However, there are 
enough cases of T rubrum in our 
studies that show the same prompt 
resolutions following treatment to 
suggest that the more chronic and re- 
sistant forms of clinical dermatophy- 
tosis do, in fact, respond to the topical 
application of thiabendazole. The ra- 
pidity of "cures" from this prepara- 
tion is similar to that obtained with 
the use of systemically administered 
griseofulvin. The time required to 
cure the different types of ringworm 
with griseofulvin is shown in Fig 5. 

Clinical Study of Topically Applied 
10% Thiabendazole (Emulsion).—Six 
patients with culture-positive lesions 
of tinea corporis caused by T rubrum 
were studied. The patients applied 
the emulsion on the skin three times 
daily for four weeks. They were ex- 
amined weekly for six weeks. Cul- 
tures were taken after four weeks of 
therapy and two weeks after the dis- 
continuance of therapy. 

In all six patients, the lesions 
treated cleared clinically and were 
mycologically negative at four weeks. 
In five patients, no recurrence was 
noted two weeks after the cessation 
of the treatment. In one, however, the 
treated lesions recurred. This patient 
had widespread tinea corporis, but 
was only applying the emulsion to a 
single plaque on the abdomen. 

This pilot study also indicates that 
10% thiabendazole is an efficacious 
topical antifungal agent. 

Clinical Studies of Thiabendazole in 
70% Alcohol and in Polyethylene Glycol 
400.—Only patients with tinea corpo- 
ris caused by T rubrum were studied. 
In each patient, one of two symmetri- 
cally placed lesions was treated with 
the active agent and one with the 70% 
alcohol control vehicle; or one large le- 
sion was halved and the two halves 
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were treated separately in order to 
compare the active and vehicle medi- 
cations. Direct microscopic examina- 
tions as well as cultures were per- 
formed weekly for six weeks. 

Treatment was continued for four 
weeks, after which it was discontin- 
ued. The patients were followed up 
for two additional weeks. 

Treatment with 0.25% Thiabendazole 
in 70% Alcohol vs Alcohol.—Eight pa- 
tients were studied, seven with T ru- 
brum and one with T mentagrophytes. 

Side Treated With 0.25% Thiabenda- 
zole in 70% Alcohol.—In all instances, 
the clinical and mycological lesion 
cleared completely by the fourth week 
of treatment. In five of the eight pa- 
tients, a great improvement was seen 
by the second week of therapy (Fig 12 
to 17). All patients remained clini- 
cally and mycologically free (negative 
potassium hydroxide and culture) two 
weeks after treatment was stopped. 

Side Treated with 70% Alcohol.—The 
lesions improved slightly but by the 
second week all remained as clinically 
and mycologically positive as they 
had been originally. 

Treatment with 0.25% Thiabendazole 
in Polyethylene Glycol vs Treatment 
with Polyethylene Glycol 400.—Thia- 
bendazole in polyethylene glycol 400 
proved to be totally ineffective. The 
three patients on whom this treat- 
ment was tried failed to show any 
change in their initial clinical lesions, 
and mycologic cultures remained pos- 
itive after three weeks of treatment. 
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Correlation of Clinical Ringworm (Tinea) and Causative Dermatophytic Fungi 
in 65 Sites in 58 Patients 10% Thiabendazole in Vanishing Cream 


Tinea 
Fungi Capitis 


Microsporum canis (21) 16 
M gypseum (2) 1 
Epidermophyton 

floccosum (6) 
T mentagrophytes (1) 
T rubrum (35) 
Total (65) 





Comment 


These preliminary studies strongly 
suggest that thiabendazole is an ef- 
fective topical antimycotic agent 
when used in a suitable vehicle. 

In 10% concentration, its effec- 
tiveness in tinea corporis, tinea 
cruris, and tinea capitis is comparable 
with that of systemically adminis- 
tered griseofulvin. In 7096 alcohol, it 
is effective in concentrations as low as 
0.25%. In polyethylene glycol, it ap- 
pears to be comparatively ineffective. 


This research was supported in part by the 
Pan American Health Organization and the Pan 
American Research Foundation. 
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Apocrine Hidrocystoma (Cystadenoma) 


J . D. Smith, MD, Marvin E. Chernosky, MD, Houston 


A study of 42 patients with 50 apocrine 
hidrocystomas (cystadenomas) revealed 
that this entity is rarely diagnosed clini- 
cally and is most frequently misdiagnosed 
as basal cell epithelioma. These skin-col- 
ored, blue or translucent cysts usually 
can be distinguished from basal cell 
epitheliomas, nevi, and other lesions if 
the diagnosis comes to mind. Apocrine 
hidrocystomas are histologically charac- 
teristic and are indistinguishable from re- 
tention cysts of the glands of Moll. 


L 1964 Mehregan' published a 
clinicopathologic study on 17 
patients with apocrine cystadenoma, 
and individual case reports?’ of two 
to four cases** have been recorded. 
Except for one report on a giant vari- 
ety of this type of tumor,’ no clinical 
photographs have been published in 
the American literature to our knowl- 
edge. 

Various terms have been used to 
describe this type of tumor including 
black hidrocystoma, apocrine sweat 
retention in man, and apocrine cyst.’ 
Mehregan' coined the term “apocrine 
cystadenoma,” pointing out that this 
group of tumors represented an ade- 
nomatous cystic proliferation of apo- 
crine glands and not a simple reten- 
tion cyst. Montgomery also uses this 
term.’ Lever” and others''? have re- 
tained the designation of apocrine 
hidrocystoma. 


Materials and Methods 


Ninety-seven cases in which the more 
general diagnosis of hidrocystoma had 
been made were studied. The data were 
collected from our own clinical records and 


from a review of all histologic slides bear- 
ing the label “hidrocystoma” that had been 
filed at the Department of Dermatology 
Laboratory, Baylor College of Medicine 
during the past 10 years. Apocrine hi- 
drocystomas were separated from other hi- 
drocystomas employing the histologic cri- 
teria delineated below. 

The findings in 45 cases of hidrocystoma 
have been described in another report.': 
The remaining 42 cases, involving 50 apo- 
crine hidrocystomas, constitute the source 
materials for this study. Ten of the 42 pa- 
tients were personally examined and fol- 
lowed-up by the authors. The clinical infor- 
mation on the other 32 patients was 
obtained from questionnaires that were 
sent to the 12 physicians who had sub- 
mitted biopsy specimens. Histologic stud- 
ies of 47 lesions (at least one from each pa- 
tient studied) were performed. 


Clinical Findings 


Of 42 patients, one had four lesions, 
one had three lesions, three had two 
lesions, and 37 (88%) had solitary le- 
sions. No seasonal variation or famil- 
ial tendencies were found. The ratio 
of male to female patients was equal. 
The ages of the patients at the time 
of medical consultation varied from 
35 to 79 years, with an average age of 
55 years. In only 14 of the 42 patients 
was the duration of the lesions re- 
corded; this varied from three days 
to 11 years. No particular symptoms 
were noted except displeasure with 
their appearance in some patients 
and the production of cancerophobia 
in others. 

All lesions but two were located on 
the head and neck (Fig 1). Individual 
lesions varied in size from 1x1x1 
mm to 70x50x50 mm. The skin over- 
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Fig 1.—Scattergram demonstrating dis- 
tribution of apocrine hidrocystomas on 42 
patients. 


lying the cyst was smooth and shiny, 
especially at the center of the dome- 
shaped structure where the surface 
was devoid of pores and hairs (Fig 2 
and 3). In 39 cases the color charac- 
teristics of the lesions had been 
recorded: in 25 (64%) cases the lesions 
were translucent or clear, in 5 (13%) 
they were pearly, and in 8 (20%) they 
were of various shades of blue, often 
a dark, bluish-black shade. 

The lesions were only slightly 
firmer than the adjacent skin, and the 
edges were usually not well delin- 
eated but blended gradually with the 
surrounding normal skin. Rupture of 
the cystic structure intentionally or 
during attempted surgical excision 
resulted in collapse of the cyst and 
loss of a thin, clear, brownish or 
blackish fluid from blue cysts and a 
colorless fluid from the others. Exami- 
nation of the contents of the cysts 
was helpful in establishing the gross 
pathological diagnosis. 
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Fig 2.—Note deep blue color of apocrine 
hidrocystoma. 


Histologic Studies 


Multiple sections from 47 apocrine 
hidrocystomas were stained with 
hematoxylin-eosin. In selected cases, 
the sections were stained with PAS, 
with and without digestion with di- 
astase. A characteristic finding was 
large unilocular or multilocular cystic 
spaces or both in the dermis lined by 
an “apocrine type” secretory epithe- 
lium (Fig 4). The innermost layer was 
composed of high columnar cells, with 
round nuclei at their bases (Fig 5). 
Beneath this layer of cells, there were 
elongated myoepithelial cells, with 
their long axes running parallel to 
the cyst wall. 

Surrounding the cyst, there was 
well-organized fibrous tissue that var- 
ied in thickness. In most areas, the 
luminal tips of the secretory cells 
demonstrated the characteristic 
"pinched-off' appearance  synony- 
mous with apocrine type secretion. In 
some areas, the lining secretory cells 
were flattened and at times appeared 
to be similar to the cells lining other 
(eccrine?) hidrocystomas.'*'* Twenty- 
four of the 50 apocrine cystadenomas 
contained numerous papillary projec- 
tions into the central cavity. The pro- 
jections were composed of vascular 
connective tissue covered by the se- 
cretory epithelium described previ- 
ously. Other cysts contained no papil- 
lary projections but were lined with 
typical "apocrine type" secretory epi- 
thelium. 

There was no significant correla- 
tion between histologic and clinical 
findings. In most cases, PAS-positive, 
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Fig 3.—Hyperpigmented cystic structure 
of inner canthus of eye contained clear, 
darkly colored fluid. 


diastase-resistant granules were 
found in the secretory cells; however, 
these secretory granules were not uni- 
form in distribution, and some cysts 
had none at all. Some of the cystic 
cavities contained an amorphous eo- 
sinophilic-staining material that 
Mehregan' believes to be acid muco- 
polysaccharide. 


Clinical Differential Diagnosis 


The clinical diagnoses had been 
recorded in 39 of the 42 cases that 
were studied. The nonspecific diag- 
nosis of cyst was offered in 16 of 
these cases, and basal cell epithe- 
lioma, usually of the cystic variety, 
was diagnosed in 12. The nonspecific 
term “hidrocystoma” was offered four 
times. A “nevus” was diagnosed in 
four cases, actinic keratosis in one 
case, and syringoma in one case. The 
correct diagnosis under the synonym 
“apocrine gland cyst” was given only 
once. 

In a recent report? we have de- 


Fig 4.—Convoluted, papillomatous ar- 
chitecture characterizes apocrine hidro- 
cystomas (hematoxylin-eosin, original 


magnification x 10). 
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tailed the distinction between hidro- 
cystomas and various types of cysts, 
basal cell epitheliomas, nevi; and 
other lesions; they can be differ- 
entiated on the basis of topographical 
features, pigmentary changes, vascu- 
lar phenomena, and cystic contents. 
Since these observations apply to apo- 
crine cystadenomas, they will not be 
repeated here. Clinical discernment 
between hidrocystomas (eccrine?) and 
apocrine hidrocystomas is difficult 
and may not be possible at times, but 
the latter are often larger, a darker 
blue, and less likely to be periorbital 
in location. The classic, multiple-le- 
sion type of eccrine hidrocystoma de- 
scribed by Robinson™ should not be 
confused with apocrine hidrocystoma 
because the latter condition does not 
present with so many lesions. Fur- 
thermore, unlike eccrine hidrocys- 
tomas, apocrine hidrocystomas do not 


change or become symptomatic in hot . 


weather. 
Comment 


This report has presented the clini- 
cal and histologic findings in 42 pa- 
tients with 50 apocrine hidrocys- 
tomas. Of 24 previously reported 
cases, in more than half of the cases, 
the lesions were pigmented. How- 
ever, only 20% of our patients had le- 
sions that were described as being 
pigmented. Further interrogation of 
some of the clinicians responsible for 
the descriptions in our cases indicates 
that, at least in some instances, a 
“pearly” description implies a bluish 
hue; thus if we consider “pearly” to 
represent “blue,” five additional cases 
can be added to the pigmented group, 


Fig 5.—Typical ‘‘apocrine type" secre- 
tory epithelium. Note numerous myoepi- 
thelial cells (hematoxylin-eosin, original 
magnification x 225). 


making 33% of our cases pigmented. 
There appear to be two shades of blue 
observed in hidrocystomas. The most 
obvious is the deep blue-black, which 
is seen in some apocrine hidrocys- 
tomas and that is thought to be sec- 
ondary to the dark-colored fluid in 
these cysts. Mehregan' believes that 
the non-melanin, non-hemosiderin se- 
cretory granules seen in apocrine 
hidrocystomas are responsible for the 


© 4 :eoloration of the cyst fluid. We have 


also observed that most hidrocys- 


-. tomas (eccrine or apocrine) that are 
. located superficially also have a blue, 


translucent hue but a colorless fluid. 
It seems reasonable that this light 


"blue color is due to the Tyndall phe- 


nomenon. 
Sufficient data have not been ac- 


^"eumulated to establish the true inci- 


dence of apocrine hidrocystomas, but 


... the attempt to establish the correct 


clinical diagnosis is important be- 


. . Cause of the possible adverse conse- 


quences of over-treatment if the tu- 
. mor is misdiagnosed as a basal cell 
 epithelioma. A diagnosis of “hidrocys- 
toma of some type" is usually possible 
if the lesion in question is of dermal 
origin, is present on the head or neck, 
and contains a thin, clear, colorless or 
pigmented fluid. If it is periorbital in 
location, the odds favor the diagnosis 
of eccrine hidrocystoma. If it is dark 
blue and not periorbital, apocrine 
hidrocystoma is the most likely diag- 
nosis. 

Histologic examination of the tu- 
mor is usually necessary to definitely 
establish the specific diagnosis. Our 
study of 47 biopsy specimens confirm 
the observations of others that apo- 
crine hidrocystomas are similar to 
apocrine sweat gland structures and 
are probably derived from them. Re- 
cent electron microscope studies by 
Gross'?'5 have shown ultrastructural 
similarities between apocrine sweat 
gland secretory cells and apocrine 
hidrocystomas: annulate lamellae and 
dense lysosomal-type secretory gran- 
ules are found in both. 

Some of the cases in this report 
probably represent cases of retention 
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cysts of the glands of Moll. The 
glands of Moll are modified apocrine 
glands located in the eyelids; these 
glands have openings into the ducts 
of Zeis glands (the sebaceous glands 
of the cilia), directly into the follicles 
of the cilia, or rarely onto the free 
surface of the lid margin between the 
cilia. The clinical and histological de- 
scriptions of retention cysts of the 
glands of Moll in most ophthalmology 
texts lead us to believe that they are 
identical to apocrine hidrocystomas." 
In ten of our cases, the lesions were 
located at or near the lid margin and 
were clinically and histologically in- 
distinguishable from our “other” apo- 
crine hidrocystomas or from textbook 
descriptions of retention cysts of the 
glands of Moll. 

Although the origin of apocrine 
hidrocystomas is not known, Mehre- 
gan believes that they are adeno- 
matous cystic proliferations of apo- 
crine glands). We agree with this 
hypothesis in so far as it concerns 
those hidrocystomas that have florid 
papillary projections into the cystic 
cavity; however, those hidrocystomas 
without these projections (those hav- 
ing only a simple apocrine type lin- 
ing) may represent apocrine reten- 
tion cysts. Perhaps these should be 
referred to as apocrine hidrocys- 
tomas, analogous to the retention 
cysts of eccrine hidrocystomas, and 
the adenomatous cysts should be 
called apocrine cystadenomas. "Re- 
tention cyst of the gland of Moll" is 
merely a name; the use of this name 
does not necessarily mean that the le- 
sions are indeed retention cysts. 
Using Mehregan's criteria, one would 
assume that they are also adeno- 
matous cystic proliferations of apo- 
crine glands and not retention cysts. 
Until it is known why or how these 
cysts form, it may be best to refer to 
them as hidrocystomas (cystadeno- 
mas) of the glands of Moll. 

Two additional apocrine tumors are 
similar histologically to apocrine 
hidrocystoma. Papillary hidradenoma 
and syringocystadenoma papilliferum 
both display papillary projections 


that are lined with apocrine type se- 
cretory epithelium. Papillary hidrade- 
noma presents as a perineal nodule in 
women and syringocystadenoma pap- 
illiferum as a scalp plaque. The lat- 
ter is actually an invagination from 
the overlying epidermis; this invagi- 
nation from the lesion to the epi- 
dermis is an obvious clue to the diag- 
nosis. Since neither lesion presents as 
a cyst, or is blue, there should be no 
trouble differentiating them from 
apocrine hidrocystoma. 


Lederle Laboratories, Pearl River, NY, as- 
sumed the cost of reproducing the color illustra- 
tions. 

Twelve members of the Houston Dermatologi- 
cal Society provided the data regarding cases 11 
to 42. The Department of Dermatology Labora- 
tory, Baylor College of Medicine made available 
histologic slides for all cases. Helen Smith as- 
sisted in the accumulation and preparation of 
data. 
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. [n1898 a physician had to trust 
herbs, elixirs and a little electricity 
to treat skin and scalp problems. 
Today’ physician has medications 
he can trust. 





Arsenic sometimes overkilled acne. 
Persadox relieves acne lesions faster. 
.. And the patient will be around 

to notice. 


At the turn of the century the promise 
of relief from acne sometimes drove patients 
to poison. We've come a long way from 
those days. 

loday we have a serious medicine for 
fast improvement of acne lesions— 
Persadox. Persadox is an effective formula 
of benzoyl peroxide in a neutral Cetaphil® 
base. Studies show Persadox brings discerni- 
ble reduction of acne lesions quickly. Results 
the patient can see. In less than three weeks 
average improvement reached 30%. Over 
50% average improvement in six weeks." 
Improvement that gives new hope to the 
patient and helps control acne. 


Persadox 


An improvement in serious medicine that shows an 
improvement for the patient. 





its Various S 
Persadox HP lotion and cream with 10% benzoyl peroxide is Let —— A 


also available. 


Persadox lotion and cream contains 5% benzoyl peroxide. 
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Arsenic, both internally and externally, was used for acne and other skin problems at the turn of the 

century according to Therapeutics: Its Principles and Practice. By H. C. Wood, M.D., LL.D. AS C 

J. B. Lippincott Company, 1898. Ío TEXAS PHARMACAL COMPANY 
bs 4 SAN ANTONIO, TEXAS 78296 


"Data available on file at Texas Pharmacal Company. 


Dissolving sebum and skin debris 
isnt hard. They could do that in 1904 with — 
bichloride of mercury or muriatic acid. — - 
Today Seba-Nil can do it more effectively. 


h) 


P And safer. 


Bichloride of mercury and muriatic acid 
have both been tried as degreasers. Poisons 
injure the skin, while strong acids were a 
little harsh on skin. But science kept look- 
ing. Doctors have needed a degreaser as part 
of acne therapy for a long time. 

Seba-Nil is a unique formula of sebum 
solvents and cleaning agents. It cleans and 
degreases more effectively than soap and 
water. It even removes soap film. Seba-Nil 
leaves practically nothing behind itself. It 
cleans but it doesn't stay behind to interfere 
with topical medications. No after-rinse is 
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Seba-Nil 


There is a unique degreaser for acne therapy. 
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Poison crystals of mercury bichloride and a weak solution of muriatic acid were among the first facial A 0, 
degreasers according to Albert E. Carrier, M.D., in an article in The American Journal of Dermatology TEXAS PHARMACAL COMPANY 
and Genito-Urinary Diseases. ® SAN ANTONIO, TEXAS 78296 





Would your acne cover-up medication 
also be an antidiarrheal? | 
.  Liquimat is effective acne therapy. 


Period. a ee MN 


Liquid powders were victorian attempts — | 
to hide acne. Today we know these chalky 
powders were better in controlling diarrhea 
than in treating acne. Or masking it. 

Today we have Liquimat. For the pa- 
tient. And for the treatment of acne. Liq- 
uimat makes an effective addition to acne 
therapy. 

Liquimat is a tinted drying lotion for 
daytime use. It masks acne and rosacea while 

it helps to medicate it. There are some seri- 
ous anti-acne medications in Liquimat to 
help dry up troublesome acne. 

Liquimat helps to hide acne and minor 
skin blemishes. With nine shades of real 
matte finish make-up that can be matched to 
most skin tones. 

Liquimat is a more natural cover-up 
than liquid powder. And Liquimat medi- 
‘cates, too. 


Liquimat 


Liquimat is a daytime therapy that hides acne. 
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In 1906 liquid powder contained barium sulphate, oxide of zinc, glycerine, alcohol, water and a ita 0, TEXAS PHARMACAL COMPANY 
touch of cologne. Emily Lloyd recommended liquid powder to cover red blotches and skin blemishes 
d in her book, The Skin: Its Care and Treatment. S. SAN ANTONIO, TEXAS 78296 


Seventy years ago it was said applications . 
of lanolin and almond oil were good 


for dandruff. ae 


Today the ingredients in Meted degrease 
the scalp to make it tough on dandruff, ~ 


The hair and scalp need some oil to stay 
healthy. They knew this back at the turn of 
the century. They didn’t know too much oil 
encourages dandruff. 

The treatment of dandruff requires | 
medicine. Anti-dandruff medicine like 
Meted. Meted has more active cleaning in- 
oredients than three other leading ethical 
shampoos. A superior detergent system to 
degrease and debride the scalp. 

Meted combines its anti-dandruff for- 
mula with hair conditioners to leave hair 
healthy-looking and manageable. 

" You and your patients want an anti- 
dandruff shampoo that's tough on dandruff 
and easy on hair. Meted. It’s about time. — 


Meted . 


Meted. The anti-dandruff shampoo with more cleaning : 
actives by weight than the three leading ethical shampoos. 


Meted II is available for dry scalp or where less severe debrid- 
ing is indicated. Meted and Meted II, in lotion or cream form. 
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SHAMPOO | 
helps control Bs 
oily dandruff 
Leaves hair shiny clean 
and manageable 
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Emily Lloyd, in her book, The Skin: Its Care and Treatment, included almond oil, lanolin with H TEXAS PHARMACAL COMPANY 
coconut oil and white wax in a scalp treatment. ® SAN ANTONIO, TEXAS 78296 1 


_. In1898 Goa powder was treatment of 
choice for psoriasis. Dad 

. . Today it’s Pentrax-a truly effective 
tar shampoo. It wont leave scalps purple like 
Goa powder did. 

















About 75 years ago a patient with 
psoriasis of the scalp had little choice in 
treatment. Either suffer with the condition 
or suffer the side effects of treatment. Maybe 
even a purple scalp. 

We haven't been able to eliminate 
seborrheic dermatitis or psoriasis problems. 
But there is a shampoo that is effective in 
their treatment. Pentrax. 

Pentrax contains 3 to 9 times more 
therapeutic tar homologues than the 4 lead- 
ing ethical tar shampoos. With the undesir- 
able pitch that can cause irritation taken 
out. Pentrax's patented process removes it. * 

Pentrax is serious medicine for serious 
scalp problems. 


Pentrax 


Pentrax, more therapeutic tar homologues than the lead- 
ing ethical shampoos. Without the undesirable pitch. 
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Goa powder was highly spoken of in the British Journal of Medicine, 1887. The first Goa powder was «8 C 
traced back to the bark of a certain Brazilian tree. ^. TEXAS PHARMACAL COMPANY 
*U.S Patent No. 3,766,052 v. SAN ANTONIO, TEXAS 78296 


Lubriderm 


If todays drugstore doesn't carry — 
spermaceti, oil of neroli, or lettuce leaves, ` 


maybe it 


dry skin better. 


The drug counter has become more sci- 
entific since the days spermaceti was sold. 
Dry skin lotions, too, have become more 
scientific. Like Lubriderm. | 

Lubriderm is made for skin that is espe- 
cially dry. Its effective three-phase skin- 
softening formula gives relief to especially 
dry skin. Lubriderm's precise oil-in-water 
emulsion formula soothes the skin as it mois- 
turizes. So Lubriderm gives long-lasting 
relief to chapped, dry skin. Even longer 
than lettuce leaves. 





Lubriderm is the medical answer to skin that is espe- 
cially dry. 
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For external use only A 
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Lubriderm 
Lotion 


for dry skin | 
contains lanolin 

soothes, Cools moisturizes Ory | 
i chafod skin, ^ of 


rmaceti is the wax from the head of a sperm whale. Oil of neroli is an oil pressed from the orange 
blossom. Lettuce leaves was an important ingredient in lettuce cream. All these ingredients were 
praised in the American Journal of Dermatology and Genito-Urinary Diseases, October-December 1898. 


s because Lubriderm softens ! 
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The kit a doctor carried at the turn of 
the century was stocked with the best. The 


best he could find. The best elixirs, herb 


“cures, and the best all-purpose pills. There 
'- was, too, a vial or cream of a new medicine. 


New medicines were desperately 


> needed. So desperately that new medica- 
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. tions were sometimes accepted on claims. 
, Not on research. 
— "Today we place more emphasis on re- 


search and testing. But the search for effec- 


m .safe therapy continues. 
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One trusted name, Texas Pharmacal 
Company, has been in the forefront of pre- 
senting new solutions to skin and scalp prob- 
lems. Medications that have come to be 
trusted. All made with the patient in mind. 

And isn't that what medicine is all 
about? Having the best available therapy. 
And constantly looking to the future for 
more. All with the patient in mind. 


SC TEXAS PHARMACAL COMPANY 
Ío SAN ANTONIO, TEXAS 78296 
YZ, The company that cares for your patients’ skin 
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Benign Mucous 


Membrane Pemphigoid 


Demonstration of Circulating and 


Tissue-Bound Membrane Antibodies 


Hachiro Tagami, MD, Sadao Imamura, MD, Kyoto, Japan 


In a case of benign mucous membrane 


pemphigoid with widespread skin lesions, 


direct and indirect immunofluorescent 
studies of the skin and sera of the patient 
demonstrated tissue-fixed and circulating 
antibodies. The titer of the latter appeared 
to be correlated with the activity of the 
disease. These findings lend further sup- 
port to the view that benign mucous mem- 
brane pemphigoid is related to bullous 
pemphigoid. 


B mucous membrane pemphi- 
goid (BMMP) is a chronic bullous 
disease of the mucosae and the skin 
that results in permanent scarring. 
Lever separated BMMP from pem- 
phigus because of the lack of acan- 
tholysis and the presence of sub- 
epidermal bulla formation, and he 
classified it with bullous pemphigoid.’ 
Recent study with electron micro- 
scope on the mucosal and cutaneous 
lesions demonstrated that the bullae 
of BMMP cannot be differentiated 
from bullous pemphigoid.? On the 
other hand, most of the direct and in- 
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direct immunofluorescent assays for 


basement-membrane-attaching anti- 
bodies such as are found in bullous 
pemphigoid have been negative.*° 
Only recently basement membrane in 
in-vivo-fixed antibodies have been 
found in some patients.** Further- 
more, Dantzig reported the demon- 
stration of serum antibodies in one 
patient.* 

This report presents a case of 
BMMP with circulating antibodies 
that were clearly demonstrated only 
at the time of exacerbation of the 
skin lesions. 


Report of a Case 


A 65-year-old Japanese woman was first 
seen in August 1969 because of a blistering 
eruption that involved the skin, eyes, nose, 
mouth, throat, and genitalia. Three years 
prior to the first visit she had developed 
pruritie bullous lesions on the back; these 
gradually involved the chest, face, scalp, 
and the proximal portions of the extrem- 
ities, and were accompanied by mucosal le- 
sions. Repeated vesiculation on the scalp 
and face resulted in extensive scars. 

Two types of skin lesions were present: 
(1) several atrophic erythematous cicatric- 
ial plaques of varying sizes on the scalp, 
face, chest, and lower portion of the back, 
some of which were associated with bullae, 
erosions, crusts, and thin scales; and (2) 
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Fig 1.—Scattered atrophic erythematous 
cicatricial plaques with erosions and 
crusts, and tense bullae on normal-ap- 
pearing skin of upper left side of chest. 


tense bullae, erosions, and crusts scattered 
over normal-appearing skin (Fig 1). Ero- 
sive lesions were noted in the conjunctivae 
(Fig 2), nasal vestibulum, soft and hard 
palates (Fig 3), gingivae, floor of the 
mouth, epiglottis, and genitalia. Intact 
mucosal bullae were rarely noted. Further- 
more, there were slight fibrous adhesions 
between the palpebral and bulbar conjunc- 
tivae and occlusion of the nasolacrimal 
ducts. 

Except for erythrocyte sedimentation 
(40 mm/hr) and c-reactive protein (1+), 
findings from the following laboratory 
studies were normal: complete blood cell 
count, urinalysis, serum alkaline phospha- 
tase, glutamic oxaloacetic acid transami- 
nase, bilirubin, cholesterol, electrolytes, se- 
rum electrophoresis, blood urea nitrogen, 
serologic test for syphilis, x-ray films of 
the chest, and dinitrochlorobenzene sensi- 
tization. 

Histological examination of biopsy 
specimens from several lesions showed the 
typical subepidermal bulla. 

The systemic administration of predni- 
sone, 5 to 15 mg daily or dapsone, 25 to 100 
mg daily or both was effective against the 
skin lesions, Although the administration 
of these drugs did not completely suppress 
the lesion, cessation of them always pro- 
duced exacerbations of the cutaneous le- 
sions. In regard to the mucosal lesions only 
topical application of glucocorticoids was 
somewhat effective in stopping their pro- 
gression. Dapsone therapy was discontin- 
ued two years after the initiation of treat- 
ment because of its side effects, ie, anemia 
and nephrotic syndrome. Thereafter the 
patient was treated solely with prednisone 
given orally. Her condition has been under 
control except for gradually increasing 
dysphagia. 


712 Arch Dermatol/Vol 109, May 1974 








Fig 2.—Erosion involving inner half of 
right lower palpebral conjunctiva (arrow). 


Materials and Methods 


Serum was obtained from the patient 
during the well-controlled period and at 
the time of exacerbation of the cutane- 
ous lesions after cessation of oral adminis- 
tration of prednisone. Indirect immuno- 
fluorescence was done on the sera diluted 
to 1:10, 1:20, 1:40, and 1:80. Guinea pig lip 
used in the indirect immunofluorescent 
studies was obtained by excision, quick- 
frozen, and sectioned in a cryostat at 6p. 
Skin specimens from the lesions and unin- 
volved skin, prepared as above, were used 
in the performance of the direct immuno- 
fluorescent studies. Commercially pre- 
pared fluorescein-conjugated rabbit anti- 
human y-globulin, IgG, IgA, IgM (obtained 
from Miles-Yeda and diluted 1 to 10) and 
Ble/Bl, globulin (obtained from Behring 
and diluted 1:10) were used in both the di- 
rect and indirect studies. The fluorescein- 
to-protein(F/P) ratio and antibody concen- 
tration of Blc/Bl, were not available from 
Behring. The molar F/P ratio and anti- 
body concentrations(ab) of the conjugates 
were as follows: y-globulin, F/P ratio 0.8, 
6.1 mg ab/ml; IgG, F/P ratio 1.1, 3.7 mg 
ab/ml; IgM, F/P ratio 1.76, 3.2 mg ab/ml; 
IgA, F/P ratio 1.3, 3.9 mg ab/ml. 

Standard direct and indirect immunoflu- 
orescent staining procedures were used in 
preparation of all specimens. 


Results 


The circulating basement mem- 
brane antibodies (y-globulin and IgG) 
were clearly demonstrated at the 
time of exacerbation at a dilution of 
1:80 (Fig 4), while only equivocal re- 
sults were obtained using undiluted 
serum when the skin lesions were 
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Fig 3.—Scattered erosive lesions of 
varying sizes on the palate (arrows). 


well controlled by orally administered 
steroids. On the other hand, in-vivo- 
bound immunoglobulins (IgG, IgA, 
and IgM) and complement (Blc/Bl,) 
globulin were always detectable at 
the basement membrane of the nor- 
mal skin as well as of the lesions (Fig 
5). 


Comment 


Benign mucous membrane pem- 
phigus is a chronic bullous disease 
characterized clinically by the appear- 
ance of lesions predominantly in the 
mucous membranes and has a tend- 
ency to cause scarring. Our case has 
the characteristics of BMMP despite 
its initial occurrence in the skin of the 
back and widespread cutaneous le- 
sions. 

Recently, Bean et al demonstrated 
in-vivo-fixed immunoglobulin and com- 
plement in three of four patients with 
BMMP,suggesting that BMMP might 
represent a forme fruste of bullous 
pemphigoid with  predilection for 
mucous membrane and a tendency to 
cause scarring.' Additional informa- 
tion on in vivo antibodies has been 
provided by Holubar et al* They 
found IgG and complements in four 
patients and IgA in two patients at 
the basement membrane zone. The 
results of the direct immunofluores- 
cent study in the present case are in 
agreement with these results except 
that IgM was also demonstrated. 
Only recently Dantzig reported a case 
of BMMP with circulating antibodies 
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4 to the basement membrane zone of the first trial with cyclophosphamige, «=s 


the skip.* However, he did not study a 
relationship between serum antibody 
levels and the activity of the disease. 
We have‘also found serum antibodies 
(y-globulin and IgG) in our patient, 
which were clearly demonstrable only 
at the time of exacerbation of the 
skin lesions. Although in BMMP the 
skin is involved in one fourth of cases, 
such widespread lesions as noted in 
the present case are rare.*'^? It is of 
interest that even in such a case the 
cireulating antibodies were only de- 
monstrable when the cutaneous le- 
sions were in exacerbation. On the 
basis of these facts it is reasonable to 
presume, as suggested by Bean et al,’ 
that circulating pemphigoid antibody 
is present only in patients with 
BMMP who have widespread cutane- 
ous disease. 

Immunosuppressive agents have 
been used to treat pemphigoid since it 
is possible that an autoimmune com- 
ponent may be involved in the patho- 
genesis of bullous pemphigoid.'' Roe- 
nigk et al" and Dantzig? noted a 
favorable effect with azathioprine in 
patients with BMMP. The present pa- 
tient was initially treated with cyclo- 
phosphamide which is one of the ef- 
fective immunosuppressive agents in 
the management of bullous pem- 
phigoid; a regimen of 100 mg/day 
of orally administered cyclophos- 
phamide was started together with 1 
mg of betamethasone and 100 mg of 
dapsone. Over a five-week period the 
skin lesions showed a remarkable im- 
provement. However, rapid develop- 
ment of side effects (severe upper 
respiratory tract infections and leu- 
kopenia) prohibited us from contin- 
uing this treatment; these side ef- 
fects were presumably due to the fact 
that cyclophosphamide was adminis- 
tered concurrently with  dapsone 
whose suppressive effect on the blood 
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Fig 4.—Indirect  immunofluorescent 
staining with guinea pig lip. Note fluores- 
cent band at the epithelial-submucosal 
junction; antihuman y-globulin, serum at 
dilution of 1:80. (original magnification 
x 100). 





Fig 5.—Direct immunofluorescent stain- 
ing of skin lesion. Note band of fluores- 
cence at epidermal-dermal junction; anti- 


human 
x 100). 


IgG. (original magnification 


cells is well known. We were unable 
to study the effect of an immunosup- 
pressive agent on the levels of circu- 
lating pemphigoid antibody because 


which had been carried out when im- 
munofluorescent study was notgvail- 
able at our laboratory, produced se- 
vere, life-endangering side effects. In 
regard to the mucosal lesions the ef- 
fect of cyclophosphamide was not so 


promising as in the cutaneous lesions. ` 
= 


Nonproprietary Name and 
Trademark of Drug 
Azathioprine—Jmuran. 
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_ Intravenous Atypical 


. Vascular Proliferation 


A Cutaneous Lesion Simulating 
a Malignant Blood Vessel Tumor 


Juan Rosai, MD, St. Louis, Louis R. Akerman, Tucson, Ariz 


Three patients with a pseudomalignant 
cutaneous vascular disorder were seen. 
The name of intravenous atypical vascu- 
lar proliferation is proposed for this con- 
dition, which is clinically characterized by 
the appearance of a small solitary nodule 
in the skin or mucosa of the face in an 
adult. The key microscopical feature is 
the presence of an exuberant endothelial 
proliferation within the distended lumina 
of medium-sized veins. We interpret this 
condition as being a new member of the 
group of related cutaneous diseases 
presently designated as “atypical vascu- 
lar proliferation with inflammation.” The 
disease should be differentiated from 
other proliferative conditions of cutane- 
ous blood vessels, including pyogenic 
granuloma, hemangioma, Kaposi sar- 
coma, and angiosarcoma. 


P the course of a review of 
cutaneous blood vessel neoplasms, 
we encountered three examples of a 
benign vascular lesion in which the 
diagnosis of Kaposi sarcoma or angio- 
sarcoma had either been made or 
been seriously considered in view of 
the cellularity and atypical features. 
We believe these cases to represent 
another member of the group of re- 
lated cutaneous conditions presently 
designated as “atypical vascular pro- 
liferation with inflammation." It is 
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the purpose of this report to describe 
the clinical and pathologic features of 
these three cases and to discuss the 
differential diagnosis with other be- 
nign and malignant conditions of the 
cutaneous blood vessels. 


Report of Cases 


CASE 1.—A 37-year-old white woman had 
a 1.5-em soft, round, bluish, nodule elevat- 
ing the vermilion side of the lower lip. The 
lesion, which had been present for several 
weeks, was slightly painful to pressure. A 
local excision was carried out. Local recur- 
rence supervened three months later and a 
reexcision was performed. The pathologic 
diagnosis was Kaposi sarcoma. No further 
therapy was instituted. The patient is alive 
and well 14 years later, with no evidence 
of recurrence and no appearance of other 
skin lesions. 

CASE 2.—A 41-year-old white male physi- 


cian complained of a nodule that had devel- 
oped in the skin of the scalp in recent 
weeks. There was no history of trauma. On 
physieal examination, the nodule was 
round and measured 1 cm; it was firm, 
skin-colored, and slightly painful to ap- 
plied pressure. A local excision was per- 
formed. The possibility of Kaposi sarcoma 
was considered, but no further therapy 
was instituted. Seven years later, the pa- 
tient is free of disease. 

CASE 3.—A 21-year-old white man had a 
16X1.2-em nodule on the forehead. He 
stated that it had been present for some 
months and related it to ‘squeezing of a 
pimple.” The overlying skin was unre- 
markable, with no color change. A local ex- 
cision was performed. The initial patho- 
logic interpretation was that of a 
malignant vascular neoplasm, either Ka- 
posi sarcoma or angiosarcoma. Eight 
months later, no local recurrence or new le- 
sions have appeared. 


Fig 1.—Highly cellular nodules of pushing margins are present in dermis. Numerous 
capillary lumina can be noted within (case 1) (hematoxylin-eosin, original magnification 
x 90). 





Fig 2.—A few vascular lumina are pres- 
ent in this essentially solid nodule. Its lo- 
cation adjacent to medium-sized artery 
suggests that nodule is anatomically re- 
lated to accompanying vein (case 3), 
(hematoxylin-eosin, original magnifica- 
tion x 45). 


Pathologic Description 


The morphologic features exhibited 
by these three cases were strikingly 
similar. Grossly, the lesions were 
well-circumscribed but not encapsu- 
lated, solid, and reddish or purple on 
cross section. They involved the lower 
dermis and underlying soft tissues; in 
cases 1 and 2, they were partially sur- 
rounded by skeletal muscle fibers. 

Microscopically, multiple, seem- 
ingly independent nodules were seen 
scattered among normal tissue com- 
ponents; some were round, others 
oval, and still others had a branching 
configuration (Figs 1 and 2). Dis- 
continuous clefts were often present 
between the nodules and the sur- 
rounding connective tissue. The pre- 
dominant element within the nodules 
was a large cell with abundant acid- 
ophilic cytoplasm, generally well-de- 
fined cytoplasmic borders, and a large 
normochromatic nucleus with occa- 


Fig 5.—Lumen of this large vein has 
been totally obliterated by proliferative 
process. Muscular wall and portions of in- 
ternal elastic lamina (arrows) can still be 
identified (case 2) (Verhoeff, original mag- 
nification x 40). 
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Fig 3.—Detailed view of proliferating endothelial cells within the nodules; Top left, 
Cuboidal cells of large nuclei and acidophilic cytoplasm are seen in neoformed vessel; 
Top right, Nuclear pleomorphism is evident. Two distinct nucleoli are present within 
large vesicular nucleus (arrow); Bottom left, Spindle shape and concentric arrangement 
of endothelial cells in this area makes them more easily recognizable; Bottom right, Ex- 
tensive vacuolization present within this nest of endothelial cells probably represents 
early stage in formation of vascular lumen (case 3) (hematoxylin-eosin, original magnifi- 
cation x 370). 
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Fig 4.—Lumen of large vein is filled by cellular mass containing neoformed capillaries. 
Appearance is reminiscent of organizing thrombus (case 1) (hematoxylin-eosin, original 


magnification x 90). 
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Fig 6.—In midst of focus of capillary 
neoformation and endothelial prolifera- 
tion, fragment of elastic lamina (arrows) 
indicates that this process began in lumen 
of large vessel (case 3), (Verhoeff, original 
magnification x 150). 


sional prominent nucleoli (Fig 3, top 
left). Variations in nuclear size were 
evident (Fig 3, top right). Mitoses 
were present among these cells, but 
they were not numerous; tripolar or 
other forms of atypical mitoses were 
not identified. Some of the cells were 
arranged in a solid fashion. In these 
areas, the cytoplasm was particularly 
plump and acidophilie, closely simu- 
lating that of a keratinocyte; how- 
ever, intercellular bridges were not 
detected. Elsewhere, the cells had a 
more elongated shape and less abun- 
dant cytoplasm, their appearance 
being more similar to that of normal 
endothelial cells (Fig 3, bottom left). 
Intermediate forms were numerous. 
Round, optically clear vacuoles were 
frequent among the cellular ele- 
ments; the majority seemed to be lo- 
cated extracellularly, suggesting an 
early stage in the development of a 
vascular lumen (Fig 3, bottom right). 
Red blood cells were extremely nu- 
merous, both within the vascular for- 
mations and in the more solid areas. 
A sprinkling of lymphocytes was also 
noted, as well as the irregular deposi- 
tion of reticulin fibers. There was no 
necrosis. 

The more distinctive feature of the 
lesion was that some of the nodules 
were located within the greatly dis- 
tended lumen of medium-sized veins. 
In some instances, all the elements of 
the vein wall were seen to completely 
surround a given nodule, the rem- 
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Fig 7.—Artery adjacent to main lesion, showing localized focus of subendothelial 


thickening and disruption of internal elastic lamina (case 3) (Verhoeff, original magnifi- 


cation x 150). 


nants of the original lumen and endo- 
thelial lining being focally preserved 
(Fig 4). More commonly, only portions 
of the wall were identified around a 
nodule that otherwise seemed to abut 
directly on the neighboring stromata 
(Figs 5 and 6). 

The connective tissue between the 
nodules contained hemosiderin-laden 
macrophages and nodular collections 
of lymphocytes. The latter were par- 
tieularly prominent in case 3, where 
they formed numerous follicles with 
germinal centers. Eosinophils and 
plasma cells were absent. Most of the 
capillaries traversing these areas ap- 
peared normal; only a few were lined 
by plump acidophilic endothelial cells 
of similar appearance to those located 
within the nodules. Some of the me- 
dium-sized arteries present in the 
specimen showed focal subendocar- 
dial cellularity or fibrosis (Fig 7), but 
they did not contain abnormal endo- 
thelial cells. Skeletal muscle fibers of 
unremarkable appearance partially 
surrounded the lesions of cases 1 and 
2. No skin was included in the speci- 
mens from cases 2 and 3, which at- 
tests to the deep location of the le- 
sions. In case 1, the mucosa of the lip 
exhibited no alterations. 


Comment 


This peculiar blood vessel prolifera- 
tive disorder deserves recognition 
among pathologists and dermatolo- 
gists mainly because of its ability to 


simulate a malignant vascular neo- 
plasm. The main pathologic change is 
within the lumina of medium-sized 
dermal and subcutaneous veins, even 
if minor alterations can also be de- 
tected in capillaries and arterioles. 
The basic abnormality consists of a 
striking proliferation of endothelial 
cells, some of which are arranged in a 
haphazard fashion, while others line 
neoformed vascular spaces. 

The descriptive designation of in- 
travenous atypical vascular prolifera- 
tion (IAVP) is a reflection of our un- 
certainty regarding the pathogenesis 
of this disease. The cytologic appear- 
ance of the proliferated endothelial 
cells is certainly suggestive of a pri- 
mary neoplastic condition, ie, an in- 
travenous hemangioma or "endotheli- 
oma.” On the other hand, the onset of 
the lesions in adulthood, their short 
duration, possible relation to trauma 
in one instance, and, at a microscopic 
level, the accompanying inflamma- 
tion and fibrosis are more suggestive 
of a reactive hyperplastic process. We 
also considered the possibility of a 
primary thrombotic process occurring 
in a cutaneous vein, whether previ- 
ously normal, varicose, or part of a 
venous hemangioma, with the result- 
ing organization and  recanaliza- 
tion.^? However, we did not see evi- 
dence of a preexisting hemangioma 
in any of the lesions. Furthermore, 
we would not expect an ordinary 
thrombotic process to result in almost 
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complete destruction of the vessel 
wall o» to be composed of endothelial 
cells having the cytologic features 
and atypia that they exhibited in 
these three cases. 

We favor the interpretation of 
IAVP as a new morphologic variant 
of the group of cutaneous diseases 
presently designated by the collective 
term “atypical vascular proliferation 
with inflammation." This category 
includes subeutaneous angiolymphoid 
hyperplasia with  eosinophilia,*^^ 
pseudo or atypical pyogenie granu- 
loma, and papular angioplasia. The 
common denominator of these condi- 
tions is the presence of dermal or sub- 
cutaneous papules or nodules, usually 
located in the faces of adults, and pro- 
duced by the proliferation of atypical 
endothelial cells. It is now believed 
that these cases represent variants of 
a single entity and that the different 
microscopical appearances are proba- 
bly due to different stages of evolu- 
tion or to different host responses. 
Intravenous atypical vascular prolif- 
eration certainly fulfills all of these 
criteria. The main feature that sets it 
apart from the other forms is the pri- 
marily intravenous location of the 
proliferative process. The condition 
also lacks the interstitial infiltration 
by eosinophils that is a consistent 
feature of angiolymphoid hyperplasia 
with eosinophilia. However, the clini- 
cal and pathologic similarities seem 
to us more important than the differ- 
ences, and because of this we would 
tentatively include IAVP in this 
broad disease category, while still em- 
phasizing its unique morphologic ap- 
pearance. 

The differential diagnosis of IAVP 
needs also to be made with other 
vascular proliferative disorders, par- 
ticularly pyogenic granuloma, heman- 
gioma, Kaposi sarcoma, and angiosar- 
coma. It should be repeated here that 
the most obvious difference between 
IAVP and the previously mentioned 
diseases is the predominantly intra- 
venous location of the former. Other 
differential points include the follow- 
ing. 

Pyogenic Granuloma.—This lesion is 
always raised and often peduncu- 
lated. The epidermis is atrophic or ul- 
cerated and the bulk of the vascular 
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proliferation is in the superficial der- 
mis. The neoformed vessels are al- 
most exclusively of the capillary type. 
Their endothelial cells, although 
prominent, retain their elongated 
shape. Stromal edema is a con- 
spicuous feature.* 

Hemangioma.—Benign cutaneous 
vascular tumors of adults are long- 
standing lesions that usually lack en- 
dothelial proliferation. They may be 
composed of vessels resembling capil- 
laries, veins, or arterioles but intra- 
venous vascular proliferation does not 
exist except in the event of throm- 
bosis with recanalization.’ The type 
of hemangioma associated with con- 
spicuous endothelial proliferation, 
known as nevus vasculosus or benign 
hemangioendothelioma, is limited to 
infancy; the endothelial cells, al- 
though greatly increased in number, 
are more uniform and possess less 
cytoplasm than those of IAVP.* 

Kaposi Sarcoma.—The appearance 
of a solitary nodule in the face of a 
young person would be a most un- 
usual form of appearance for Kaposi 
sarcoma. Microscopically, the prolif- 
erating cells of this disease retain 
their spindle shape and rarely, if ever, 
acquire the plump, acidophilie cyto- 
plasm seen in connection with IAVP. 
They form hyperemic vascular slits, 
but not blood vessels with identifiable 
endothelium. Involvement of the lu- 
men of medium-sized veins does not 
occur. 

Angiosarcoma.—This primary ma- 
lignant vascular tumor of skin char- 
acteristically arises in the scalp or 
face of elderly persons.'^ Some of the 
malignant endothelial cells may 
closely resemble those seen in IAVP. 
Inflammation, fibrosis, and hemosid- 
erin deposition may all occur. Dif- 
ferentiation from IAVP may be ex- 
tremely difficult in the individual 
case. The main differential points are, 
clinically, that the older age group is 
affected by angiosarcoma, and that 
the lesion is generally larger in size, 
and has a more diffuse appearance; 
pathologically, the differentiation 
consists of the definite atypia of the 
endothelial cells and the lack of intra- 
venous involvement. 

The clinical evolution of IAVP 
clearly indicates its benign nature. In 
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only one case did a local recurrewfe 
supervene and this recurrence was 
permanently controlled with a limited 
re-excision. Thus, IAVP joins the 
growing group of benign cutaneous 
disorders—notably, “lymphomatofd” 
pityriasis lichenoides x lymphomatoid, 


papulosis), cutaneous Nu phojd hy- 
perplasia,’? spindle and epithelppid 
nevus," keratoacanthoma, and atypi- 
eal fibroxanthoma™—that can be mis- 
takenly diagnosed and treated as a 
malignant process by virtue of their 


misleading microscopical appearance. 


Harry D. Ellis, MD, St. Vincent Hospital, 
Santa Fe, NM, George E. Gammel, MD, Boone 
County Hospital, Columbia, MO, and E. V. 
Schewe, Jr., MD, Columbia, MO provided patho- 
logie material and follow-up information. 
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1 


A woman had clinical and histologic 
findings of familial benign chronic pem- 
phigus (FBCP) of the skin. A specimen 
obtained during esophagoscopy revealed 
histologic changes compatible with FBCP 

in association with a hiatus hernia. 


| eie benign chronic pemphi- 
gus (FBCP) is a genetically de- 
termined acantholytic dermatosis 
that may be reproduced by various 
forms of stimuli to the involved pa- 
tient’s skin.' The clinical, histologic, 
and familial aspects of FBCP have 
been amply documented.‘ 

Involvement of mucous membranes 
in FBCP is a rare occurrence. The 
original report by Hailey and Hailey 
included a case of FBCP with associ- 
ated keratoconjunctivitis.* Lyles and 
associates described a patient with 
FBCP of the vulva.’ In 1962, Fischer 
and Nikolowski described three pa- 
tients with FBCP who had oral and 
cutaneous lesions? More recently, 
Botvinick reported an additional case 
of FBCP associated with oral lesions.* 
Esophageal involvement in FBCP 
has, to our knowledge, never before 
been reported. 


Report of a Case 


In June 1971, a 74-year-old white woman 
was seen regarding a recurring vesicular 
eruption of the axillary, inframammary, 
and antecubital regions. Intermittently, 


Accepted for publication Nov 11, 1973. 

From the Departments of Medicine (Derma- 
tology), College of Human Medicine, Michigan 
State University, East Lansing, Mich. 

Reprint requests to 2909 E Grand River, Lan- 
sing, MI 48912 (Dr. Kahn). 


718 Arch Dermatol/Vol 109, May 1974 


Esophageal Involvement in 


David Kahn, MD, Elizabeth Hutchinson, MD, East Lansing, Mich 


since the age of 25, she had experienced 
similar eruptions, which had been called 
"eczema." 

One son, age 46, reportedly has similar 
skin lesions; biopsy specimens of the le- 
sions were characteristic of FBCP. An- 
other son, age 44, was said to have cutane- 
ous lesions of the neck. 

Examination showed that there were 
patches of erythematous papulovesicles in 
the axillae, inframammary regions, and 
antecubital fossae. A biopsy specimen 
from a vesicopapule of the right axilla was 
characteristic of FBCP (Fig 1). 

In December 1966, the patient had been 
hospitalized because of weakness, dyspnea, 
and epigastric distress. A paraesophageal 
hiatus hernia was found. Esophagoscopy 
showed that there was friable mucosa in 
the distal portion of the esophagus and up- 
per part of the stomach. Biopsy specimens 
of the esophagus suggested three possible 
acantholytic disorders: Darier disease, 
pemphigus vulgaris, and FBCP. At the 
time, the patients's skin was clear. In 1971, 
when skin lesions appeared once again, the 
esophageal biopsy specimens were exam- 
ined by Dr. Pinkus, who reported the fol- 
lowing findings: 


There are areas of relatively normal epi- 
thelium which is stratified, possesses 
fairly long, narrow papillae, and exhibits 
a parakeratotic type of maturation. In 
between are stretches in which there are 
epithelial budding, considerable acan- 
tholysis, and suprabasalar cleft forma- 
tion. The basal cell layer is coherent, al- 
though in a few places it presents the 
so-called tombstone appearance. The acan- 
tholytic cells do not degenerate and also 
do not form the corps ronds, or grains, 
characteristic of Darier disease. Some of 
them have rather eosinophilic cytoplasm, 
suggesting early stages of keratiniza- 
tion. There is no significant amount of 
inflammatory infiltrate in the under- 
lying connective tissue. 


Familial Benign Chronic Pemphigus/Kahn & Hut 


Of the three acantholytic diseases, 
(Hailey and Hailey’s) benign familial 
pemphigus appears the most likely diag- 
nosis. Neither the degenerative changes 
of epithelial cells seen in pemphigus nor 
the dyskeratotic changes seen in Darier 
disease are present in these sections 
(Fig 2). 


An indirect immunofluorescent exami- 
nation of the patient’s serum demon- 
strated no band or epidermal intercellular 
fluorescence. The antinuclear antibody test 
was also negative. 

Treatment with a cream consisting of 
polymyxin B sulfate, neomycin sulfate, 
and gramicidin (Neosporin Cream) and 2% 
salicylic acid in 0.025% triamcinolone ace- 
tate cream resulted in clearing of the skin 
lesions. Conservative management for the 
hiatus hernia resulted in relief of abdomi- 
nal distress. 


Comment 


This patient demonstrates typical 
FBCP of the skin, clinically and histo- 
logically. The confirmed presence of 
the disease in one son further sup- 
ports the diagnosis. The unusual as- 
pect of this case is the presence of 
esophageal lesions that are histologi- 
cally FBCP. One can speculate that 
there was sufficient esophageal reflux 
to traumatize the distal portion of the 
esophageal mucosa, resulting in local- 
ization of the acantholytic process at 
this site. 

Esophageal involvement has been 
reported in pemphigus vulgaris’ and 
in Darier disease.’ In addition, Darier 
disease and FBCP have been reported 
to be concurrently present in the 
same patient. In our patient, how- 
ever, there is no clinical, histologic or 
immunopathologic evidence of either 





Darier disease or pemphigus vulgaris 
of the skin; and histologically, the 
esophageal lesions are most consis- 
tent with FBCP. We interpret the 
findings in this patient to represent 
one disease—familial benign chronic. 


pemphigus. 


D. Bonta Hiscoe, MD, provided esophagoscopic 
evaluation; Eleanor Berden, MD, Hermann Pink- 
us, MD, and Amir Mehregan, MD, provided his- 
tologic interpretation; and T. Burnham, MD, per- 
formed the immunofluorescent studies. 


Nonproprietary Name and 
Trademarks of Drug 


Triameinolone acetate— Aristocort Topical 
Cream, Aristocort Topical Ointment, 
Aristoderm, Kenalog. 





Fig 1.—Section of skin shows epidermal budding and acantholytic cleft formation. References 


Acantholytic cells are mixed with leukocytes and serum in surface crust. Dyskeratotic 
cells are not present. (hematoxylin-eosin, original magnification x 30). 1. Izumi AK, Shmunes E, Wood MG: Familial 
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Amphotericin B Therapy 


in Dermal Leishmanoid 


Patrick Yesudian, MRCP(E), 


Arthur S. Thambiah, FRCP(E), DV, Madras, India 


Two patients with dermal leishmanoid 
(DL) were successfully treated with in- 
travenous perfusions of amphotericin B. 
This drug does not appear to have been 
used for treating DL in the past. Ampho- 
tericin B can be used to treat extensive 
nodular forms of DL when all other stan- 
dard procedures fail to effect a substan- 
tial improvement. 


Meo (visceral leishmania- 
sis), which was once endemic in 
several states in India, has now be- 
come a rare disease due to eradication 
of the vector, the sandfly; but cases of 
dermal leishmanoid (DL) continue to 
be reported at various dermatological 
centers in India and abroad.' Dermal 
leishmanoid, or post kala-azar dermal 
leishmaniasis, was first described in 
India by Brahmachari? The skin 
lesions usually commence about six 
months to two years after treatment 
of kala-azar and consist of nodules 
of varying sizes that are present on 
the face, axillary folds, elbows, and 
knuckles and hypopigmented nonan- 
esthetic macules, which are found 
predominantly on the trunk. Apart 
from these erythematous patches, 
which are found in a “butterfly” dis- 
tribution on the face, xanthomatous 
papules and mucous membrane le- 
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sions have been described.’ 

Since the cutaneous lesions contain 
the causative organism, the Leish- 
man-Donovan body (LD body), the 
disease is also important from the 
epidemiological point of view. If the 
sandfly is introduced into a commu- 
nity where there are cases of DL, 
kala-azar may once again become an 
endemic problem. 

In the treatment of DL, antimony 
sodium gluconate appears to be spe- 
cific, the pentavalent being preferred 
to the trivalent salts. The usual dose 
is 2 ml containing 200 mg of the salt, 
which is given intramuscularly on al- 
ternate days until a total of 6 to 12 
gm is reached. This course may be 
repeated if the therapeutic results 
are unsatisfactory. Treatment with 
1.8 gm/day of potassium iodide, given 
orally, appears to assist in the resolu- 
tion of the nodules. Systemic cortico- 
steroid therapy appear to be in no 
way superior to potassium iodide 
therapy.‘ 

Many of the patients improve while 
on the above regimen, but relapses 
are frequent and at times no response 
at all is seen with antimonial ther- 
apy.’ In two such cases, the patients 
were selected for amphotericin B 
(Fungizone) therapy after all other 
modes of treatment failed. 


Report of Cases 


CASE 1.-A 25-year-old male rickshaw- 
puller had nodules on his skin of 15 years’ 
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Fig 1.—Before treatment (case 1). 


duration. About two years before the skin 
lesions appeared, he had had continuous 
fever for a month that had been diagnosed 
as kala-azar and some intravenous injec- 
tions had been given. The nodules first ap- 
peared on the face and then spread to 
other parts of the body. For several years 
his condition was mistakenly treated with 
sulfones as a case of leprosy. About eight 
years ago, he had been given injections 
of pentavalent antimony sodium gluconate 
(Stibatin), which caused the nodules to 
regress to about half their original size. 
However, within a few months of stopping 
therapy, the nodules had again increased 
in size, and subsequent injections of the 
same drug did not produce any improve- 
ment. 

On examination, the patient had numer- 
ous nodules on the face, trunk, and ex- 
tremities (Fig 1). No hypopigmented mac- 
ules were present in this case. The liver 
and spleen were not palpable. The other 
systems were normal. 

The results of routine laboratory tests of 
his urine, stools, and blood were normal. 
His VDRL test for syphilis was nonreac- 
tive. The total serum protein value was 7.8 
gm/100 ml, with a serum albumin value of 
3.4 gm/100 ml and a serum globulin value 
of 4.4 gm/100 ml. The formol-gel test was 
negative. The results of his liver function 
test were normal, and the blood urea nitro- 
gen (BUN) value was normal. 

Slit smears taken from the nodule on the 
back were negative for acid-fast bacilli, 
but Leishman stain showed numerous LD 
bodies that were present both intracellu- 
larly, within histiocytes, and extracellu- 
larly. Skin biopsies were performed before 
and after treatment. 

CasE 2.—A 29-year-old male clerk had 
skin lesions of eight years’ duration. About 
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Fig 2.—Before treatment (case 2). 


ten years prior to examination, he had had 
kala-azar; two years later nodules ap- 
peared on the face and then spread to 
other areas. 

On examination, he had skin-colored 
nodules on his chin, alae nasi (Fig 2), knees 
and elbows, and scrotum. He had an er- 
ythematous flush over the malar areas of 
the face. During the past years he had un- 
dergone treatment at different centers, 
with very little cosmetic improvement. 
Therefore, he readily agreed to undergo 
amphotericin B therapy. 

Laboratory studies of urine, stools and 
BUN showed normal results. The liver 
function test showed normal results, and 
the VDRL test for syphilis was negative. 
Slit smears from the nodules on the chin 
and scrotum showed numerous LD bodies. 


Treatment 


Ten milliliters of sterile distilled 
water was added to a vial of 50 mg of 
amphotericin B. This gave an initial 
concentration of 5 mg/ml of the anti- 
biotic. One half of a milliliter of this 
solution was then added to 500 ml of 
glucose in water on the first day of in- 
fusion, which gave a final concentra- 
tion of amphotericin B that was well 
below the suggested 0.1 mg/ml. The 
infusion was given slowly, during a 
period of six hours, on alternate days. 
Every alternate day the dose of the 
drug was increased by 2.5 mg, till 
a total of 25 mg per infusion was 
reached. This dose was not exceeded. 
Before commencing each infusion, 25 
mg of chlorpheniramine maleate was 
administered intramuscularly, and 
two tablets (1 gm) of acetaminophen 





Fig 3.—After treatment (case 1). 


were given orally. The liver function 
test, BUN determinations, and hema- 
tological studies were carried out 
once a week throughout the course of 
infusions. 


Results 


In case 1 a total of 717.5 mg of am- 
photericin B were administered dur- 
ing a period of three months. The pa- 
tient tolerated the drug very well 
and, except on one occasion, during 
the course of infusion when he com- 
plained of mild abdominal pain that 
lasted for about one half hour; no 
other untoward effeets were noted. 
By the end of two months, a definite 
shrinkage of the nodules was noted; 
and at the end of the course, practi- 
cally all the nodules had flattened out, 
many of them showing a necrotic cen- 
ter (Fig 3). Slit smears taken at this 
time showed very few LD bodies. 
When examined one year after the 
end of treatment, the patient showed 
further improvement; only fine scars 
were detectable in many areas, and 
no LD bodies could be demonstrated 
in the lesions. 

In case 2, a total of 375 mg of am- 
photericin B were administered dur- 
ing a period of 1% months, starting 
on Nov 11, 1972. At the end of this pe- 
riod, the course was discontinued due 
to unavailability of the drug. This pa- 
tient had occasional rigors during the 
course of infusions, but these were 
easily controled by two additional 
tablets (1 gm) of acetaminophen, 
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which were administered orally. He 
further complained of fatigue and 
weakness, which were alleviated by 
treatment with potassium supple- 
ments. At the end of the course, on 
Dec 29, 1972, there was a noticeable 
reduction in the size of the nodules 
on the chin (Fig 4) and scrotum; and 
we hoped that the improvement would 
continue in the months to come, as in 
case 1. The patient is vary satisfied 
with the effects of therapy. 


Comment 


Amphotericin B is a polyene anti- 
fungal antibiotic. It is produced by 
a strain of Streptomyces nodosus. It 
shows a high order of activity against 
many species of fungi in vitro, partic- 
ularly the yeasts and yeast-like orga- 
nisms; but it has no antibacterial ac- 


E 


tivity. In vitro studies show that a 
concentration of 10 ug/ml is neces- 
sary to inhibit Leishmania donovani.’ 
Amphotericin B has been found to be 
effective against experimental infec- 
tions of L donovani in hamsters and 
mice treated by intraperitoneal or in- 
travenous injections.’ Local injections 
of the drug have been used success- 
fully in cases of leishmaniasis recidi- 
vans? However local injections may 
give rise to severe thrombophlebitis, 
with pain. Amphotericin B is said to 
be the drug of choice in mucocu- 
taneous (South American) leishma- 
niasis. 

Our patients were selected for am- 
photericin B therapy since they had 
failed to improve with standard lines 
of treatment. The reason that the 
side effects encountered with this 
drug in these two cases were negli- 
gible may be because only a very 
small initial dosage was used (viz 2.5 
mg) that was increased very gradu- 
ally. 

The histological appearance of a 
nodule removed from the anterior 
abdominal wall of patient 1 before 
treatment showed a flattened der- 
moepidermal junction. In the upper 
dermis, there was a narrow band of 
normal collagen—the grenz zone. Be- 
low that there were dense collections 
of cells extending down into the tela 
subeutanea. Most of the cells were 
epithelioid in nature, with a few 
round cells interspersed among them. 
After completion of treatment, a flat- 
tened nodule on the back was re- 
moved, and this showed an atrophic 
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epidermis. The grenz zone was still . 
present. The dermal infiltrate con- 
sisted mostly of round cells, with con- 
siderable reduction in the number of 
epithelioid cells. ‘i 

Amphotericin B thus appears to be 
a useful drug in the treatment of re- 
sistant nodular forms of DL, and it is 
worthwhile carrying out further tri- 
als with the drug. But, it is a toxic 
drug and should only be used after all 
other modes of treatment fail and 
with the full consent of the patient, to 
whom the possible toxic side effects 
should be explained before commenc- 
ing therapy. 


Chandra Xavier, MD, referred patient 1. 

The amphotericin B used in this investigation 
was supplied as Fungizone by E. R. Squibb & 
Sons Inc, Bruxelles, Belgium. 
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TEST YOUR KNOWLEDGE 


Question.—The following statements about infectious mononucleosis are true except 
one: (a) It may share a common infectious cause with Burkitt lymphoma. (b) It can be 
complicated by agranulocytosis. (c) There is an increased incidence of hypersensitivity 
to ampicillin. (d) There is an increased risk of developing subsequent cancer later in 
life. (e) There is an increased incidence of biologic false-positive serologic tests for 
syphilis. (For answer, see page 725.) 
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Dermatitis Herpetiformis 


In Association With Systemic Lupus Erythematosus 


Benjamin Moncada, MD, Chicago 


AA 50-year-old black man with well- 
documented systemic lupus erythema- 
tosus (SLE) developed a skin eruption 
characterized by very pruritic grouped 
vesicles. Histologic examination of a 
biopsy specimen showed dermal papillitis 
with many neutrophils and dermal-epider- 
mal separation. The clinical and histo- 
pathologic features of this eruption were 
typical of dermatitis herpetiformis. To our 
knowledge, the concurrence of SLE and 
dermatitis herpetiformis appears not to 
have been previously reported; and be- 
cause both diseases are associated with 
special immune complexes, this associa- 
tion may not be entirely fortuitous. 


ecently, we had the opportunity 
to study a patient with systemic 
lupus erythematosus (SLE) who at 
the same time had a skin eruption 
that clinically and histologically 
was indistinguishable from derma- 
titis herpetiformis. A similar report 
of the two diseases occurring to- 
gether could not be found in our re- 
view of the literature. 


Report of a Case 


The patient was a 50-year-old black mail 
carrier who, in 1966, was found to have ma- 


lar rash, migratory polyarthralgia, fever, 
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loss of weight, and anemia. At that time, a 
diagnosis of SLE was made at the Univer- 
sity of Chicago Hospitals and Clinics based 
on these findings and on laboratory abnor- 
malities such as increased erythrocyte 
sedimentation rate (ESR), hyperglob- 
ulinemia, positive LE cell phenomenon, 
and low levels of total hemolytic comple- 
ment. Treatment was initiated with pred- 
nisone, 40 mg/day, and this dosage was 
promptly decreased after a good clinical 
response was obtained. He responded well 
to a maintenance dose of 10 to 15 mg of 
prednisone for four years. Isoniazid was 
also given. 

In January 1971, he developed er- 
ythematosus papular scaly patches on the 
dorsal aspects of both hands and feet. 
Punch biopsy specimens obtained from the 
lesions showed a mild, eczematous derma- 
titis that cleared promptly with the local 
application of fluocinolone acetonide oint- 
ment. One month later, his arthritis wors- 
ened and he also developed low-degree fe- 
ver, fatigue, and a widespread, very 
pruritic, skin rash. 

On hospitalization, his blood pressure 
was 160/110 mm Hg, pulse rate was 84 and 
regular. He was afebrile and had a skin 
eruption localized to the scalp, chest, back, 
abdomen, and proximal aspects of the up- 
per extremities consisting of confluent, 
small, pink, edematous papules and clear, 
3- to 5-mm vesicles (Fig 1, a, b). The rest of 
the physical examination revealed proxi- 
mal muscle weakness consistent with mild 
steroid myopathy, tenderness without ef- 
fusion on pressure on the knees, elbows, 
wrists, metacarpophalangeal and proximal 
interphalangeal joints, and superficial 
thrombophlebitis in the left calf. 


The white blood cell count (WBC) was 
5,500/cu mm, with 79% polymorphonuclear 
leukocytes, 15% lymphocytes, 3% mono- 
cytes, and 3% eosinophils. Hemoglobin 
value was 13.3 gm/100 ml, hematocrit 
reading was 39%, and the ESR was 51. Pro- 
tein electrophoresis revealed 2.43 gm of al- 
bumin, 4.68 gm of globulin, a, 0.19, a,,0.93, 
B, 0.62, and y, 2.94. Immunoglobulin values 
were the following: IgG, 3,600, IgM, 80, 
IgA, 800, and IgD, 0. Antinuclear factor to 
DNA (bentonite flocculation test) was posi- 
tive, 1:8; LE cells were found and anti- 
nuclear factors by immunofluorescence 
were positive at a titer of 1:50. Total he- 
molytic complement assay in the serum 
was 40 CH,, (normal range, 180 to 320 CH,,) 
and by immune adherence assay was 640 
(normal range, 3,000 to 5,000). 

The urine had a trace of protein and an 
abnormal sediment with many granular, 
hyalin, and occasional waxy casts, numer- 
ous red blood cells (RBC) and white blood 
cells (WBC) and doubly refractile fat 
bodies. Result of the creatinine clearance 
test was 91 ml/min. An intravenous pyelo- 
gram showed signs of an old pyeloneph- 
ritis on the left side without evidence of 
activity. A biopsy of the kidney was per- 
formed and all glomeruli were found to 
have focal proliferation and necrotizing 
lobular changes. Thickening of capillary 
basement membranes by subendothelial 
intramembranous and subepithelial os- 
miophilic deposits was evident under the 
electron microscope. Granular deposition 
of IgG, IgM, and flc in the glomerular 
basement membranes and along capillary 
walls was detected by direct immuno- 
fluorescence (Fig 2). 

Histologic examination of skin biopsy 
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Fig 3.—Biopsy specimen of skin lesion showing dermal-epidermal separation at pa- 
pilla. Most inflammatory cells on papillitis are neutrophils. Several eosinophils and lym- 
-phocytes are also present. Papillary leukocytoclasis is evident. 





specimens from the lesions showed in- 
tense inflammatory infiltration in the der- 
mal papillae consisting mainly of polymor- 
phonuclear leukocytes. There were also a 
few lymphocytes and extravasated RBC 
along with fibrinoid material and clear- 
out dermal-epidermal separation. Leuko- 
eytoclasis was noted on the papillae. Min- 
imal hydropic degeneration of the basal 
layer of the epidermis, incontinence of pig- 
ment, and scanty perivascular inflamma- 
tory reaction were also noted (Fig 3). 
Granular deposits of IgG (Fig 4) and fie 
were seen along the dermal epidermal 
junction of the lesions with the use of di- 
rect immunofluorescent technique. (Anti- 
serum to IgA was not available.) 

Because of the renal changes, the dosage 
of prednisone was increased to 60 mg/day 
with subsequent rapid relief of all clinical 
manifestations, except for the pruritic skin 
lesions, which remained unchanged for the 
next three weeks and were a cause of ma- 
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jor distress for the patient. These lesions, 
slowly eleared, however, during the next 
two weeks. Throughout this time, he also 
applied topical steroid preparations to the 
lesions. Since then, the skin lesions have 
not recurred. No scars resulted from the 
previous skin eruption. 


Comment 


Skin lesions in SLE have been well 
characterized. One frequently finds 
the butterfly blush and red macular 
and plaque eruptions on sun-exposed 
areas, but the list of less frequent 
lesions is long. However, to our 
knowledge, the association of derma- 
titis herpetiformis with SLE has not 
been reported. In the present case, 
there is no doubt about the diagnosis 
of SLE, because it is supported by the 
clinical manifestations of fever, mi- 





Fig 2.—Kidney biopsy specimen stained 
with fluorescein-labeled antiserum to IgG 
showing glomerular deposition of this im- 
munoglobulin. 


Fig 4.—Skin biopsy specimen of lesion 
stained with fluorescent-labeled antiserum 
to IgG showing IgG deposited at dermal 
epidermal junction in granular pattern. 





gratory polyarthralgia, fatigue, ar- 
thritis, nephritis, and the abnormal- 
ities in the serological findings. Some 
question might be raised about the 
correct diagnosis of dermatitis her- 
petiformis in this case. Bullous lupus 
erythematosus might be considered 
in the differential diagnosis; however, 
bullae in lupus erythematosus have 
a distinctly different pathogenetic 
mechanism, namely, extreme hydrop- 
ic degeneration of the basal layer 
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- that was clearly not the case in these 


lesions. ,Furthermore, the lesions of 
bullous lupus erythematosus are usu- 
ally large blisters, not infrequently 
located on'exposed areas and develop- 
ing after exposure to the sun. They 
also usually leave some atrophic 
scarring.* 

The diagnosis of bullous pemphi- 
goid can hardly be excluded, since the 
type of clinical eruption that this pa- 
tient had sometimes is seen in bullous 
pemphigoid, that is, in atypical cases 
with smaller rather than larger blis- 
ters. Furthermore, cases of simulta- 
neous SLE and bullous pemphigoid 
have been reported.‘ Although the 
immunofluorescent pattern in the le- 
sion showed a granular continuous 
junctional fluorescence as seen in 
lupus erythematosus, it is possible 
that a linear homogeneous band, as 
seen in bullous pemphigoid, could 
be masked by the former. Unfortu- 
nately, serum basement membrane 
antibodies were not looked for and 
therefore, cannot help clarify the 
problem. 

We believe, nevertheless, that the 
diagnosis of dermatitis herpetiformis 
is well supported clinically by the 
typical pruritic eruption composed of 
grouped red papules and small vesi- 
cles. The histological findings of the 
lesions were consistent with derma- 
titis herpetiformis** with dermal pap- 
illitis featuring polymorphonuclear 
leukocyte infiltration rather than 
eosinophilic infiltration, as is usually 
seen in bullous pemphigoid. Recently, 
papillary leukocytoclasia has been de- 
scribed as a feature in dermatitis her- 
petiformis by Connor et al,’ who re- 
gard this as a critical point by which 
dermatitis herpetiformis can be dis- 


tinguished from bullous pemphigoid. 
Papillary leukocytoclasis was amply 
evident in the present case. 

Dermatitis herpetiformis is a dis- 
ease of unknown origin. Rarely is 
it associated with a malignant neo- 
plasm. An eruption in such cases 
is apparent almost always when the 
neoplasm is well manifested and dis- 
seminated.* 

Some light has been shed on our 
present knowledge of dermatitis her- 
petiformis by the findings of Van Der 
Meer et al,’ and later corroborated by 
Chorzelski et al' in the sense that 
granular deposits of immunoglob- 
ulins, predominantly IgA, are present 
in the papillary tip near the dermal- 
epidermal junction of the skin adja- 
cent to the skin lesions. Incidentally, 
IgA serum levels are usually elevated 
in dermatitis herpetiformis." 

Van Der Meer has speculated that 
dermatitis herpetiformis is an im- 
mune complex disease in which the 
chain of events may be initiated in 
the intestine where some antigen or 
hapten elicits the production of IgA 
by the cells of the lymphatic tissue 
present in that region." A combina- 
tion of such IgA with the antigen 
might form, and this complex might 
be carried via the circulation to 
dermal papillae where they become 
trapped, resulting in the attraction 
of polymorphonuclear leukocytes and 
production of the characteristic le- 
sions. 

Since the renal and vaculitic mani- 
festations of SLE are believed to be 
mediated by the immune complex," 
we believe that, in the light of Van 
Der Meer’s hypothesis regarding the 
pathogenesis of dermatitis herpeti- 
formis, the association of the two dis- 


. 


be entirely fortuitous and is worthy 
of note. Sa 


This investigation was supported by GRS Pub- 
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TEST YOUR KNOWLEDGE 


Answer.—(d) Epidemiologic studies conducted by the National Cancer Institute and 
the National Academy of Sciences-National Research Council have failed to show an as- 
sociation between mononucleosis and subsequent cancer. Rafferty KA: Herpes viruses 


and cancer. Sci Am 229:26-33, 1973. (For question, see page 722.) 
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Papillon-Lefévre Syndrome 


Akira Ohkawara, MD; Yusho Miura, MD; 


Jun Ishikawa, DDS, MD, DMSC, Sapporo, Japan 


A patient with Papillon-Lefévre syn- 
drome (palmo-plantar hyperkeratosis with 
periodontosis) had involvements also of 
the knees, elbows, and fingernails. This is 
the third reported case in Japan, and this 
patient did not have abnormal calcifica- 
tion inside the skull. 


his is a rare disorder of skin 

and periodontal supporting tis- 
sue, first described by Papillon and 
Lefévre' in 1924. 

Cutaneous manifestations re- 
semble those of mal de Meleda and 
periodontosis is characterized by the 
destruction of periodontal ligaments 
and deep periodontal pocket forma- 
tion. 

It is believed to be of autosomal re- 
cessive inheritance. 

For the past few years the reports 
of the cases of this rare syndrome 
have been increasing in European 
and American dermatological jour- 
nals since the most comprehensive 
survey of this syndrome by Gorlin et 
al.’ 

To our knowledge, however, re- 
ported cases from Japan are quite 
few.^* 
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Fig 1.—Well demarcated, round to oval, 
erythematous scaly lesions symmetrically 
on bilateral elbows and knees. 


Report of a Case 


A 3-year-old Japanese boy was first ex- 
amined on Oct 28, 1968, because of asymp- 
tomatic, well demarcated, erythematous, 
hyperkeratotic, scaly lesions on the palms, 
soles, elbows, and knees. Diffuse engorge- 
ment of the gingiva, with a fetid odor, was 
also noted. Cutaneous changes had been 
present since he was 6 months old and 
periodontal change was first noticed by his 
mother several months prior to this visit. 

His parents were not consanguineous 
and were free from skin and periodontal 
symptoms, as was his 6-month-old brother. 

Physical examination revealed no abnor- 
malities other than those noted below. 
Sweating and hair growth were normal. 

On the elbows and knees (Fig 1) and 
palms (Fig 2, left) and soles (Fig 2, right), 
were well-demarcated, erythematous, hy- 
perkeratotic, scaly lesions. Similar cutane- 
ous changes extended to the dorsal aspects 
of the phalanges (Fig 3). Follicular hyper- 
keratotic papules were not recognized. 
Transverse grooves, in most of the finger- 
nails, were most prominent on the thumb 
nail (Fig 4). 

The gingivae were diffusely swollen and 
red, with shallow ulcerations and a fetid 





w 








Fig 2.—Highly hyperkeratotic erythematous scaly lesions on bilateral palms (left) and soles (right). 


odor. Deciduous teeth were easily movable. 
Roentgenographic examination of the 
teeth revealed severe destruction of the 
periodontal supporting tissues and deep 
pocket formation (Fig 5). Development of 
the underlying permanent teeth was nor- 
mal. 

Intracranial calcification, especially in 
the falx cerebri, as described by Gorlin et 
al; was not observed in our case. 

Histologic examination from the knee le- 
sion disclosed hyperkeratosis, focal para- 
keratosis, acanthosis, and perivascular 
lymphocytic and histiocytic infiltration in 
the upper dermis (Fig 6). The histologic 
picture was quite similar to that seen in 
mal de Meleda. 

Laboratory findings including complete 
blood cell count, urinalysis, liver function, 
and serum protein immunoelectrophoresis 
were all within normal limits. 


Fig 3.—Similar hyperkeratotic erythematous scaly lesions on 
the dorsa of the hands and fingers, especially on joints areas. 
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Comment 


Up to the present time approxi- 
mately 65 cases'^'? have been re- 
ported in the dermatological and 
odontological literature of this syn- 
drome, which was originally described 
by Papillon and Lefévre' in 1924. 

Since dental changes are easily 
overlooked by dermatologists,'* most 
cases have appeared in odontological 
journals. 

Common cutaneous changes include 
well demarcated, erythematous, scaly, 
hyperkeratotic lesions on the palms 
and soles with few subjective symp- 
toms. These cutaneous changes often 
start in early childhood and may also 
be present on the elbows, knees, and 





even on the Achilles tendon areas. 

Histological features include hyper- 
keratosis, occasional focal parakera- 
tosis, marked acanthosis, and non- 
specific mononuclear perivascular 
infiltrate. These histological findings 
are compatible with those of mal de 
Meleda. 

Therefore it is quite difficult to dif- 
ferentiate this syndrome from mal de 
Meleda on clinical or histological 
grounds unless the odontological al- 
terations are noticed. 

Nail changes, though probably sec- 
ondary to the cutaneous changes af- 
fecting the nail matrix or nail bed 
have never been described in the pre- 
vious reports except for the reported 
cases by Haim and Munk’ in which a 


Fig 4.—Numerous transverse grooves of fingernails, most 
prominent on thumb nails. 
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Fig 5.—Severe destruction of the periodontal supporting tissues and deep pockets for- 


mation. 


peculiar deformity of the terminal 
phalanges of the fingers and nails 
was observed. Transverse grooves of 
the fingernails were observed in our 
case. 

The development and the eruption 
of the deciduous teeth are usually 
normal. As soon as the last deciduous 
tooth has erupted, the destruction of 
the periodontal supporting tissues be- 
gin and in many instances odontal 
involvement occurs in the same se- 
quence in which they are erupted. 

Characteristic oral findings are 
gingival engorgement and ulceration. 
The gingiva appears red and bleeds 
easily. The destruction of the peri- 
odontal ligaments allows deep peri- 
odontal pockets to form and these 
pockets of infection lead to a fetid 
odor. The deciduous teeth are shed by 
5 years of age in most cases. After 
eruption the permanent teeth go 
through a similar process and are 
quickly lost also. 

Histological findings in the gingiva 
include edema and degeneration of 
periodontal fibers and destruction of 
their epithelial attachments. 

In most cases the skin changes ap- 
pear almost simultaneously with the 
odontal change; however, in some 
cases, skin changes precede the den- 
tal change, as in our case. 

The etiology of this syndrome has 
not been completely settled. Both 
sexes are equally affected and it is 
supposed to be inherited as an auto- 
somal recessive. According to the 
most comprehensive analysis by Gor- 
lin et al? the incidence of this rare 


728 Arch Dermatol/Vol 109, May 1974 


disorder is one to four per million and 
carriers of this particular gene consti- 
tute two to four per thousand people. 

The following disorders should be 
included in the differential diagnosis: 
(1) mal de Meleda; (2) Unna-Thost 
syndrome; (3) paronychia congenita; 
(4) congenital ichthyosiform erythro- 
derma with dental abnormality; (5) 
Sjógren-Larsson syndrome with 
enamel dysplasia; (6) Franceschetti- 
Jadassohn syndrome; (7) hidrotic ec- 
todermal dysplasia; (8) acrodynia; (9) 
hypophosphatasia; (10) Takahara’s 
syndrome; and (11) cyclic neutro- 
penia. 

Mal de Meleda and Unna-Thost 
syndrome can be differentiated by the 
absence of odontal abnormality. 
Thick nails from birth and white 
spongy nevus in the oral mucosa are 
the other common findings of the 
paronychia congenita. In congenital 
ichthyosiform erythroderma, the cu- 
taneous change is usually more gen- 
eralized. Mental retardation and 
spastic diplegia or quadriplegia are 
the other constant features of Sjö- 
gren-Larsson syndrome.  Frances- 
chetti-Jadassohn syndrome is trans- 
mitted by an autosomal dominant 
gene in which reticulate pigmenta- 
tion and sweating disturbance are 
also found but teeth are usually not 
affected. Alopecia of various degree 
and thickening of nails are other 
characteristic features of hidrotic ec- 
todermal dysplasia. 

Although the similar odontal 
changes may be observed in acro- 
dynia, hypophosphatasia, Takahara 
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Fig 6.—Histological picture from knee 
(hematoxylin-eosin). 


syndrome, and cyclic neutropenia, the 
characteristic palmo-plantar hyper- 
keratosis is absent. 

Therapy has failed to retard either 
the dental or skin abnormalities and 
is strictly palliative.” 
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Pseudofolliculitis Diathesis 


MAJ A. Melvin Alexander, MC, USA, Okinawa Prefecture, Japan 


Pseudofolliculitis is often seen in black 
men who shave regularly, but the litera- 
ture makes no mention of occurrences in 
women or in anatomical areas other than 
the face and neck (pseudofolliculitis bar- 
bae). 

| am reporting a case featuring both of 
these latter unusual aspects and propos- 
ing that genetic factors are important in 
creating a pseudofolliculitis diathesis. 


seudofolliculitis barbae  (PFB) 

is a very common disorder occur- 
ring predominantly in black men who 
shave regularly. The sine qua non of 
the condition is the ingrown hair 
which, by acting as a foreign body, in- 
cites an inflammatory reaction in the 
skin, resulting in papule and pustule 
development (Fig 1). Scarring or ke- 
loid formation, or both, may be late 
sequelae. 

While I have treated hundreds of 
black men with PFB, I was somewhat 
taken aback when consulted by a 
black woman for treatment of pseu- 
dofolliculitis involving the pubic area 
("pseudofolliculitis pubis"). 

The purpose of this paper is to re- 
port this informative case and to dis- 
cuss some aspects of pseudofolliculitis 
that, heretofore, have received vir- 
tually no attention. 


Report of a Case 


A 35-year-old black woman, the wife of a 
U.S. Army serviceman, came to the Der- 
matology Clinie of the US Army Medical 
Center Hospital, Okinawa Prefecture, Ja- 
pan, complaining of an eruption affecting 
the pubic area only. The patient, who had 
for some time been in the habit of shaving 
portions of her pubic region, stated that 
the problem developed several months af- 
ter the development of her habit. She 
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shaved the area with a safety razor after 
preparing it with soap or shaving lather, 
and her shaving frequency varied between 
one and three times each month. During 
the summer, she engaged in the practice 
more often to accommodate a bikini bath- 
ing suit. 

Abnormalities on physical examination 
were confined to the pubic area. The es- 
cutcheon was essentially of the female 
type, with mild hair growth along the mid- 
line between the umbilicus and the pubes. 
The hair appeared to be diminished, and 
multiple papules were in the region (Fig 2, 
left). Moreover, the hair was coarse and 
tightly curled and in several locations 
eould be seen to form short loops with both 
ends anchored in the skin. Close inspection 
showed that a papule was associated with 
each of these loops and tended to favor one 
end or the other (Fig 2, right). By carefully 
inserting a needle under a loop and exert- 
ing upward pressure, one end could be dis- 
lodged from its pocket (pseudofollicle) in 
the skin. Invariably, the arm of a loop that 
could be freed was the one associated with 
the aforementioned papule. This arm could 
be recognized as the distal end of the hair 
shaft by plucking the opposite end and 
identifying root structures. 

The patient was advised as to the nature 
and pathogenesis of her problem; further- 
more, it was recommended that she aban- 
don the practice of shaving her pubic hair. 
The use of chemical depilatories was also 
mentioned, but as being less desirable as 
an alternative than total abstinence. 

The patient chose to refrain from shav- 
ing her pubic area, and when seen six 


weeks later, there w t improvement 
of her condition. à 


Comment 


In 1956, Strauss and Kligman' de- 
lineated the pathogenetic mechanism 
involved in the development of PFB. 
They described PFB as a strictly me- 
chanical disorder arising in a person 
predisposed to it by the anatomy of 
his hair follicle. It was their finding 
that men with curved hair follicles, 
follicles that gave rise to curved hairs 
having a tendency to circle back 
toward the skin, were more likely to 
exhibit PFB after a variable period of 
regular shaving. 

In evaluating therapeutic mea- 





Fig 1.—Pseudofolliculitis of beard. Note 
ingrown hairs, papules, and pustules. 


Fig 2.—Left, Several papules present in pubic area (‘‘pseudofolliculitis pubis”). Right, 
Close-up of pubic area showing ingrown hairs associated with papules. 
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Fig 3.—Left, Woman with PFB. Right, Close 


acteristic ingrown hairs and papules. 











r view of same patient demonstrating char- 


Fig 4.—Pseudofolliculitis of beard in identical twins. 


sures, these authors noted that re- 
fraining from shaving was not only 
the most effective but was a curative 
means of management. On the other 
hand, they observed the use of depila- 
tories (ie, barium sulfide) to be very 
effective in controlling the problem of 
PFB in those persons who could toler- 
ate the irritation ensuing from it. 
They attributed this favorable out- 
come to the propensity of these 
agents to remove hair flush with the 
skin surface, thereby avoiding the 
problem of cutting too close, which, 
like plucking, often results in trans- 
follieular penetrations of the skin. 
Moreover, it was found that depila- 
tories did not put a sharp point on the 
hair as do razors. These sharp points 
render the hairs like curved needles 
and tend to facilitate their pene- 
tration of the skin. 

While others** have written about 
pseudofolliculitis, their efforts have 
been confined to PFB. I could find no 
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report of pseudofolliculitis in a 
woman. It is difficult to believe that 
the patient who is the subject of this 
report is the only woman ever both- 
ered by pseudofolliculitis; however, 
the majority of shaving done by 
women is more often confined to the 
legs and axillae. Still, many women 
are bothered by facial hirsutism, and 
some of them actually shave in an ef- 
fort to deal with their problem. In 
this regard, I recently had the experi- 
ence of offering electrolysis to a black 
woman who was bothered by familial 
facial hirsutism. Unfortunately, after 
turning away from commercial femi- 
nine chemical depilatories because of 
their irritation, she had begun shav- 
ing with a safety razor. When I saw 
her, she had several ingrown hairs 
and the features of early PFB (Fig 3). 

There are certain considerations 
that should receive attention at this 
point. The development of pseudofol- 
liculitis in a pubic area that has been 


regularly shaved should not be totally . 


surprising. Indeed, the hair covering 
this area in many blacks (hen and 
women), like the beard hair in black 
men, tends to be very curty or kinky. 
In addition, this hair tends to grow in 
several directions as does beard hair. 
These common visible characteristics 
would suggest that the pubic follicles 
in blacks (and others predisposed to 
pseudofolliculitis) are curved like 
those of the beard area. Consequent- 
ly it is reasonable to assume that if 
the pubic area were regularly shaved 
by larger segments of the susceptible 
population, there would be more per- 
sons seeking therapy for pseudofol- 
liculitis pubis. 

The fact that pseudofolliculitis can 
develop in a woman also suggests ge- 
netic factors are probably operative 
in creating an individual predispo- 
sition for the development of pseudo- 
folliculitis in any susceptible anatom- 
ical region, once regular shaving is 
instituted. Support for the theory is 
found in an unpublished study I con- 
ducted in which 50 black men with 
PFB were questioned about a family 
history of the condition. Fifty-two 
percent of these men stated that they 
had fathers or brothers, or both, with 
PFB. Furthermore, I was quite re- 
cently consulted by a set of identical 
male twins, both suffering from PFB, 
both having the affliction for approxi- 
mately the same duration, and both 
equally affected (Fig 4). I might add, 
they stated that their father also has 
PFB. 

Putting all available information 
together, it is clear that pseudofol- 
liculitis knows no sexual or anatomi- 
cal bounds. It is a disorder that can 
develop in any person who is geneti- 
cally predisposed. Regular shaving is 
the stimulus that precipitates the 
condition. 
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Letters to the Editor 


Hyperpigmentation of the 
. Upper Part of the Back 


To the Editor.—The condition of hy- 
perpigmentation of the upper part of 
the back recently described by El Za- 
wahry (Arch Dermatol 109:101, 1974) 
is not peculiar to Egypt. I suspect it 
will be found in most civilized coun- 
tries. I have noted lesions similar in 
all respects to those he studied while 
routinely examining patients and 
while in the course of investigating 
macular amyloidosis; these asympto- 
matic pigmented areas are also seen 
only in postpubertal women. Gener- 
ally, the areas of hyperpigmentation 
are located between the tip of the 
scapula and the dorsum of the shoul- 
der. A third patch is sometimes pres- 
ent to the right or left of the spine 
and below the level of the scapular 
tip. The condition tends to be more 
prominent and to occur more often in 
obese patients. No relation to complex- 
ion type is evident. 

The patients who were aware of 
the presence of the abnormality vol- 
unteered that it occurred in the vicin- 
ity of contact of the adjustment 
clasps of the brassiere shoulder 
straps. The composition of the clasp 
(metal or plastic) seems to bear no 
relationship to the lesion's size or 
darkness. Similar areas of hyper- 
pigmentation correspond to the re- 
gion of the hook apparatus of the 
transverse strap of the garment. 

I submit that the low-grade, 
chronic pressure and friction pro- 
duced by these portions of the bras- 
siere overriding the skin are respon- 
sible for the pigmentation described. 
The garment involved explains the 
age and sex distribution noted. 

JOHN W. GERWELS 
San Lorenzo, Ca 


Allergic Contact Dermatitis 
Due to Neutral Red 


To the Editor.—In a recent issue of 
the ARCHIVES (108:689, 1973), Drs. 
Mitchell and Stewart document aller- 
gic contact dermatitis due to neutral 
red in one patient. 

We have seen several probable ex- 
amples of the contact allergy; in one, 
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patch testing was performed. A 24- 
year-old physician's wife and medical 
secretary had received three courses 
of neutral red treatment for recur- 
rent herpes simplex from September 
1972 to March 1973. She was retreated 
in April 1973 and developed a spread- 
ing eczematous dermatitis that clini- 
eally was assumed to be allergie in 
origin. In May 1978, occlusive patch 
testing (Al test) with 0.1% aqueous 
solution of neutral red produced a ve- 
sicular response lasting more than 
four days. Patch testing was repeated 
in October 1973 with similar results. 
Similar patch testing in 12 control 
subjects was negative. 

We suspect that allergic contact 
dermatitis to neutral red may not be 
uncommon. In this patient, the 
spreading eczematous eruption on 
glabrous skin made for an obvious 
clinical diagnosis; allergic dermatitis 
on the genitalia may be less obvious. 

Marcus Conant, MD 
Howarp I. Marpacu, MD 
San Francisco 


Dermatological Photography 


To the Editor.—The common der- 
matologic practice of recording the 
skin lesion photographically testifies 
by more than 1,000 words to the val- 
ue thereof. At the same time, ave- 
nues of improvement must be sug- 
gested, especially to the skin man 
who is afflicted with the urge to write, 
and cannot be restrained. 

Drawing on the skin produces an 
unalterable documentary, and all too 
often an unalterable artistic atrocity. 
I suppose the recording of reagins 
used in sensitivity tests by writing 
their identities adjacent to the patch 
to be helpful clinically. Yet, if a pho- 
tographer is employed to take the 
photograph, why not an artist with a 
decent hand to do the writing? All 
photographs bearing labels in 
vaguely  decipherable hieroglyphs 
should be automatically rejected for 
publication. 

Obviously, publication-proud  pic- 
ture puddlers need to think a little 
harder. The photograph hastily shot 
“for the record” should never be al- 
lowed to be seen elsewhere. 


The  dermatologist-photographer 
should be told that the close-up, color 
transparency will not print out in 
black-and-white satisfactorily. The 
focal points of different colors are at 
different depths of focus, and there is 
no simple technical remedy. The mad, 
photographer of the skin clinic needs 
two cameras, one loaded for big color 
game, the other for sharpshooting 
black and white. 

Photographs reproduce best when 
the halftone black and whites are 
made from direct contact prints, 
without enlargement or reduction. 
Curved skin surfaces will fade out of 
focus when shot at too close range. 
The curse of the flashbulb and the 
variable focus are easily remediable, 
and elegant portraiture (the face is 
still made of skin) is available to the 
thinker, but not with 35 mm film. 

“For the record,” thinking-photog- 
raphy may not matter, but for the 
printed page it does. Illustrations in 
the ARCHIVES are susceptible of great 
improvement, that must begin at 
home. So there remain these three, 
faith, hope, and photography, when 
what is needed is more headwork. 

GEORGE L. FrrE, MD 
Chicago 


Cryosurgery Treatment 
of Carcinoma 


To the Editor.—In his recent article 
in the ARCHIVES, titled, “Basal Cell 
Carcinoma of the Nailbed" (108:828, 
1973), Dr. Saul Hoffman described an 
uleerating type of basal cell on the 
right thumb that recurred after cu- 
rettage and grenz rays treatment. 
Following this therapy because of a 
recurrence, amputation of part of the 
right thumb was performed to re- 
move the tumor. 

I would suggest that this type of le- 
sion could be successfully treated by 
monitored eryosurgery using either a 
C-21 spray unit or a CE-8 cryosurgical 
unit. In either instance, the carci- 
noma as well as the surrounding tis- 
sue could be frozen to —25 C with a 
double freeze-thaw cycle, causing de- 
struction of the tumor with subse- 
quent healing over the next several 
weeks. 

I would submit that for a patient 
who does not wish to undergo ampu- 
tation this would be a viable alterna- 
tive. 

BARTHOLOMEW D. Racucci, MD 
Cleveland 
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Epidermal Inclusion Cysts 


"To the Editor.—In the August issue 
of the. ARCHIVES (108:257,258, 1973) 
there is a report of what purports to 
be "an unusual case of molluscum 
contagiosum occurring in epidermal 
inclusion cysts." I believe this di- 
fue to an error in 
histologic inferpretation. What the 
authors have pietured are not "epi- 
dermal inclusion cysts," but merely 
tangential sections through contig- 


_ uous, dilated, horn-filled pilar infun- 


dibula, the epithelial cells of which 


contain the characteristic "bodies" of 


molluscum contagiosum. 

The accompanying schematic draw- 
ings portray the histologic charac- 
teristics of molluscum contagiosum 
when a cut is tangential (Fig 1) and 
when the section is properly oriented, 
ie, when the cut is perpendicular (Fig 
2). It can be seen that the histopa- 
thologic alteration of molluscum con- 
tagiosum is confined to pilar infun- 
dibula and not to the intervening or 
surrounding epidermis. 

There is truly no such structural 
anomaly as “epidermal inclusion 
cyst.” The structures that are being 
described are actually adnexal ori- 
fices (usually, pilar infundibula; un- 
commonly, acrosyringia) that have 
become unduly dilated by increased 
numbers of cornified cells. Thus, a 
better term for these abnormalities 
would be “infundibular” or “acro- 
syringial cysts,” or even “epidermoid 
cysts,” because the epithelium of the 
infundibulum and that of the epi- 
dermis are indistinguishable histolog- 





Fig 1.—Tangential section through le- 
sion of molluscum contagiosum, giving 
appearance of multiple infundibular (epi- 
dermoid) cysts. These cysts are in- 
correctly called “epidermal inclusion 
cysts.” 


Fig 2.—Correctly oriented section of 
molluscum contagiosum showing multiple, 
widely dilated horn-filled pilar infundibula. 
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ically. If the histologic sections of 
molluscum contagiosum, an infection 
of pilar infundibula, are oriented tan- 
gentially rather than perpendicularly, 
the false impression of cysts will in- 
evitably be created. 

A. BERNARD ACKERMAN, MD 

New York 


Drawings were made by Mark Podwal, MD, 
Department of Dermatology, New York Univer- 
sity Medical Center. 


Reply 


To the Editor.—We appreciate Dr. 
Ackerman’s comments regarding our 
article. His differential diagnosis is 
certainly correct. When we first ex- 
amined the findings in our case of 
molluscum contagiosum in epidermal 
inclusion cysts, we too considered the 
possibility of a tangential cut. Sev- 
eral pathologists and dermatologists 
reviewed the case, and we were all 
satisfied that these were true cysts on 
the basis of the following findings: (1) 
Some of the cysts were located very 
deep in the dermis. We believe that 
the deeper cysts shown in Fig 1 of our 
article could not be the result of a 
tangential cut. (2) Reorientation of 
the tissue block for further examina- 
tion continued to show the deep cysts. 
(3) Serial sections through the entire 
tissue block showed identical find- 
ings. 

STEVEN J. HopGE, MD 
LAFAYETTE G. Owen, MD 
Louisville 


Copper Particles From 
Intrauterine Contraceptive Device 


To the Editor.—Recently, in the pro- 
cess of evaluating the inflammatory 
response to different surface textures 
of plastic, our attention was drawn to 
the article by Dr. Barranco on ecze- 
matous dermatitis caused by internal 
exposure to copper published in the 
ARCHIVES (106:386, 1972). The results 
of our studies confirmed his observa- 
tion that small amounts of copper 
could be released from the copper- 
containing intrauterine contraceptive 
device (IUCD) and could essentially 
be rubbed off the IUCD, as demon- 
strated by the copper particle appar- 
ent in the scanning electron micro- 
graph of a polyethylene IUCD 
(Dalkon Shield) (Figure). The copper 
content of the particle was identified 
by energy dispersive x-ray analysis. 
The poorly bound copper and barium 
content of the polyethylene IUCD is 
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Scanning electron micrograph of sur- 
face of a polyethylene IUCD revealing 
particle of copper, confirmed by energy 
dispersive x-ray analysis (original magnifi- 
cation x 1,500). 


not described in the package insert 
that accompanies the device (Am 
Fam Physician 4:983, 1971; Obstet 
Gynecol 36:350, 1970). The manufac- 
turer assures us that the systemic ab- 
sorption of copper from the IUCD is 
negligible. 

ALGIE C. Brown, MD 

WILLIAM E. Josey, MD 

Atlanta 


Pilomatrixoma 


To the Editor.—"Pilomatrixoma" is 
just as bad a word formation as “ap- 
pendixitis" would be. Just as the root 
(from which other words are formed) 
of “appendix” is appendic-, not ap- 
pendix-, so also the root of “matrix” is 
properly "matric-." The word should 
be spelled, as Hermann Pinkus 
pointed out a year or two back, "pilo- 
matricoma.” Just because Gould’s 
Medical Dictionary has it wrong is no 
excuse. They'll correct it in their next 
edition. 

HARRY L. ARNOLD, JR., MD 
Honolulu 


Reply 


To the Editor.-l definitely agree 
with Dr. Arnold's opinion. In my 
manuscript submitted for publication, 
“pilomatricoma” was used. However, 
I was informed by the copy editor 
that the change to “pilomatrixoma” 
was necessary to conform to the spell- 
ing of Stedman’s Medical Dictionary. 
I am sorry that, with my limited 
knowledge of English, I decided to 
give in. 

FRIEDRICH W. MOHLENBECK, MD 
Kiel, West Germany 
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Nomenclature of Erythropoietic 
»  Protoporphyria 


To the Editor.-We welcome com- 
ments from all interested readers 
concerning our recent communica- 
tion' on nomenclature of erythropoi- 
etic protoporphyria (EPP). Scholnick* 
did not address himself to the techni- 
cal aspects of our report, but the 
points he did raise require clari- 
fication. 


The publication sequence for sug- 
gestion of the term protoporphyria 
appears to be as follows: Cripps and 
MacEachern,’ June, 1971; Schwartz et 
al; September, 1971; Marver and 
Schmid,’ 1972. Furthermore, we do 
not support this designation of EPP 
at this time. The term would be useful 
only if one could employ subheadings 
such as erythropoietic, hepatic, for 
example. We perhaps overinterpreted 
the intent of Marver and Schmid’ 
when we implied they used this classi- 
fication; these authors listed eryth- 
ropoietic protoporphyria and erythro- 
hepatic protoporphyria as synonyms 
of protoporphyria. To render our posi- 
tion unequivocally clear, we do not 
know if the primary biochemical le- 
sion in some EPP patients involves 
the liver—the important point is, nei- 
ther does anyone else, to our knowl- 
edge. Until such biochemical evidence 
is presented, replacement of the well- 
established designation of EPP with 
any other term is not productive. 


We wish to modify the connotation 
associated with labeling our study* a 
negative one. If one assumes that the 
liver is the primary site of distur- 
bance in EPP, then the results of our 
investigation are negative in that 
they refute this premise for our pa- 
tient. The study itself was designed 
and conducted in a most positive 
sense to answer the question: Is the 
erythropoietie or the nonerythropoi- 
etie system the primary source of ex- 
cess protoporphyrin in our EPP pa- 
tient? 

We agree that it would be pre- 
sumptuous of us to conclude some- 
thing to be universally true on the 
basis of a single study. We are puz- 
zled, however, as to how this inter- 
pretation was derived from our re- 
marks. The underlying theme of our 
report was simply that the present 
terminology should be retained until 
definitive evidence of primary hepatic 
involvement is presented. In retro- 
spect, it might be noted that Porter 
and Lowe? provided analytical data 
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suggesting major erythropoietic in- 
volvement in two EPP patients. A 6- 
year-old boy had hemolytic anemia 
accompanied by liver disfunction, 
splenomegaly, and abnormally high 
fecal, liver, and erythrocyte proto- 
porphyrin levels. The hemolytic 
symptoms disappeared after splenec- 
tomy, and liver and fecal proto- 
porphyrin values decreased toward 
normal. Erythrocyte protoporphyrin, 
however, remained high. As ex- 
plained in detail by the authors, this 
pattern of events can only be ex- 
plained by primary erythropoietic in- 
volvement. Supporting evidence for 
their conclusion was provided by ex- 
amination of the patient's 4-year-old 
brother, who had EPP but did not 
have hemolytic anemia. This younger 
patient's protoporphyrin levels were 
relatively low in his feces and liver, 
but abnormally high in his erythro- 
cytes. Thus, the scorecard at present 
appears to be three documented cases 
of major erythropoietic involvement, 
and none of primarily hepatic origin. 

Our remakrs concerning the pos- 
sible involvement of other tissues as 
sources of excess protoporphyrin were 
aimed specifically at the inappropri- 
ateness of the term erythrohepatic. 
Our interpretation is not that other 
organs are involved, but rather that 
they might be involved. 

Scholnick’s quote of  Aristotle's 
"One swallow does not make a sum- 
mer," applies to many instances of 
reading or writing scientific composi- 
tions. More germane to the present 
discussion, however, is the comment 
of Aristotle's mentor, Plato that, 
"They do certainly give very strange 
and new-fangled names to diseases." 

JOHN A. JOHNSON, PHD 
Ramon M. Fusaro, MD, PhD 
Omaha, Nebr 
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Biofeedback Skin 
Conductance Conditioning ` 
in Dyshidrotic Eczema 


To the Editor.—Considerable clini- 
cal interest has been focused on etno- 
tional factors as causes of dyshidrotic 
eczema. Although the mechanisms in- 
volved in hypothesized relationships 
between functions of the autonomie 
nervous systems and epidermal dis- 
orders are not entirely clear, au- 
tonomie control of skin conductance 
could play a role in the cause or 
maintenance of dyshidrotic eczema. 
We recently initiated research to de- 
termine the effects of learned control 
of skin conductance on eczema. 


One common factor relating skin 
conductance and dyshidrotic eczema 
is epidermal water content. Darrow 
and Gullickson (Psychophysiology 
6:597, 1970) demonstrated that skin 
conductance is functionally related to 
epidermal hydration. Eczema is char- 
acterized by increased epidermal hy- 
dration, ie, intercellular or intracellu- 
lar edema and, therefore, should be 
related to high skin conductivity. The 
degree of interdependence of skin 
conductance and eczema was the sub- 
ject of a pilot study that involved 
training eczema patients to control 
relative skin conductance. 

A training procedure, sometimes 
identified as biofeedback, has pro- 
vided the means for training human 
subjects to control a variety of auto- 
nomic functions including skin con- 
ductance (J Psychosom Res 10:353, 
1967). The procedure involves elec- 
tronic transduction of physiological 
change into easily identifiable signals 
such as lights and tones. With appro- 
priate instructions, subjects can learn 
to manipulate the externalized sig- 
nals by altering the physiological 
function. 

Four eczema patients were pro- 
vided with electronic devices that 
produced a tone proportional in fre- 
quency to the level of skin conduc- 
tance. The subjects were instructed in 
the appropriate attachment of finger 
pad electrodes and were asked to 
practice a minimum of a half-hour per 
day at lowering the tone through 
whatever means seemed to work for 
them. Descriptions of the preliminary 
results are as follows. 
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E" 
€ Report of Cases 


Case 1.—On June 1, 1973, a 26-year-old 
white man with a one-year history of se- 
vere dyshidrotic eczema began skin con- 
ductance training. He had required several 
courses of orally administered prednisone 
and topically applied eérticosteroids to con- 
fol his condition 4n the past. Within two 
weeks*from the start of training, he was 
much improved and by one month he was 
free of eczema. 

He became very adept at skin conduc- 
tance training. He still practices the tech- 
nique and is free of eczema. His life style 
is otherwise unchanged. He states that oc- 
casionally he feels a premonitory pruritus 
in his hands and he feels this would even- 
tuate into eczema if he did not abort it by 
working to lower his skin conductance. His 
hyperhidrosis persists. 

CasE 2.—On June 8, 1973, a 28-year-old 
white woman with a history of dyshidrotic 
eczema since childhood was seen with mod- 
erate eczema and instructed to use fluo- 
cinonide cream thinly and often. After one 
week of no improvement, the medicament 
was stopped and skin conductance training 
began. Three weeks later, the eczema was 
gone but the hyperhidrosis persisted. The 
patient claimed she could operate the 
training device easily. 

CasE 3.—A 42-year-old white woman 
practiced the technique irregularly and 
showed only moderate improvement in her 
eczema. Her hyperhidrosis also persisted. 

CASE 4.—A 19-year-old white woman was 
emotionally immature and unwilling to 
practice the technique. Her eczema wor- 
sened. 


Comment 


This pilot work with four eczema 
patients would suggest that further 
exploration of the skin conductance- 
eczema relationship could be produc- 
tive. There are numerous questions 
raised by the data including the ob- 
vious one of the contribution of non- 
specifie treatment (placebo) effects. 
Among the phenomena of interest is 
the apparent independence of eczema 
from hyperhidrosis, noted in three of 
the four pilot subjects. Exploratory 
research, involving appropriate con- 
trols, is presently being initiated to 
determine the nature and reliability 
of the affects isolated in this clinical 
pilot study. 

RoBERT M. MiLLER, MD 
RoGER W. COGER, PHD 
ANTHONY M. DYMOND, PHD 
Los Angeles 
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Proposal For 
Board Requirement Change 


To the Editor.—I have recently sub- 
mitted to the American Board of Der- 
matology, Inc., and to Frederick A. J. 
Kingery, MD, president of the Ameri- 
can Academy of Dermatology, Inc., a 
detailed proposal for a change in 
board requirements. The subject 
deals with reforms that would largely 
satisfy the recertification and/or reli- 
censure requests that the public, poli- 
ticians, third parties, and many der- 
matologists are now making. The 
proposed change would demonstrate 
who are the highly qualified, defined 
clinical dermatologic experts. 

In this short letter, I shall not re- 
view the current standards for board 
eligibility and/or retention of the di- 
ploma, but will only briefly summa- 
rize the introduced revisions. 

Participants eligible for board ex- 
amination would take a resident's ex- 
amination to be given perhaps in 
April (ie, late in the residency). This 
examination represents a small 
change, since it requires only a bit 
less total time and experience than is 
currently required. The resident's ex- 
amination would by itself create a 
similarity to the current image of a 
diplomate. 

Those earning the resident's exam- 
ination diploma could then apply for 
the American Board of Dermatology, 
Inc., diploma without further exami- 
nation. This diploma, however, would 
require the diplomate to take an 
open-book recertification examina- 
tion, reviewing, for example, the AR- 
CHIVES or the British Journal of Der- 
matology, on a biennial or other 
reasonable time basis. If the open- 
book recertification examination was 
not taken or was failed, the diploma 
would be lost and could be regained 
only by retaking the resident’s exam- 
ination. Obviously, some mitigating 
circumstances could allow a tempo- 
rary postponement. 

Hence, all board diplomates would 
be basically qualified dermatologists 
and would continuously prove their 
expertise by the recertification pro- 
cess. Thus, the diplomate would stand 
out from the self-proclaimed skin spe- 
cialists to any interested party. 

I full realize these proposed 
changes may expose areas some of us 
would wish to hide. Demands for re- 
certification or relicensure, or both, 
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are arising from the nonpeer sector 
and shall continue to do so. It ean be 
abundantly clear to all parties, includ- 
ing Professional Standard ‘Review 
Organizations who are most-qualified 
as dermatologists. We must be the 
ones to create an acceptable image 
before outsiders create their own. 
The above proposals need not re- 
quire a radical upheaval. Present dip- 
lomates should be allowed to main- 
tain their status or to volunteer to 
join the new program by taking the 
open-book recertification examina- 
tion. The current, otherwise qualified, 
nondiplomate should also be allowed 
to take the resident’s examination 
and hence the board examination. 
We must recall that today’s public 
wishes to be assured that our compe- 
tency continues after our formal edu- 
cation ends. The best spirit of the dip- 
lomate would thus be clearly shown to 
all and the dangers of a closed frater- 
nity cast aside. 
Davip L. WEINBERG, MD 
San Bruno, Calif 


Disappearance of Skin Lesions 
After Cholecystectomy 


To the Editor.—We have recently 
observed two patients in our out- 
patient clinic who had similar experi- 
ences related to the clearing of their 
skin lesions after a major operation. 

One patient, a 30-year-old woman, 
had on many occasions come to our 
clinic with extensive periungual and 
plantar warts. Many topical and sur- 
gical modalities had failed to per- 
manently remove the verrucae. Two 
weeks after a cholecystectomy, how- 
ever, all the warts disappeared. She 
has had no recurrence of her warts 
one year postsurgery. 

The other patient, a 56-year-old 
man, had had a 20-year history of ex- 
tensive psoriasis, including several 
episodes of erythroderma, neces- 
sitating hospitalization on numerous 
occasions. Two to three weeks after a 
cholecystectomy, he became lesion- 
free and has remained so without 
medications for six months. 

Perhaps our observations in these 
patients are coincidental, but I would 
be interested in learning of similar 
observations by other physicians. 

MAJ CHARLES E. Reaves, USAF, MC 

Lackland AFB, Tex 
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TINVER the only R Lotion specifically 
designed for tinea versicolor 


The hot weather is upon her. And if she 
suffers from tinea versicolor, she'll be on the 
spot from now on without some help. 


That's where TINVER® comes in. It's the 
pleasant, acceptable way to combat TV. This 
antifungal lotion is designed to release its 
sulphur gradually without unpleasant odor. 
TINVER spreads easily. There's no messy 
staining of garments or linen. No tacky after- 
feeling. The lotion's patented Micel A® base 
dries to a smooth, invisible film that holds 
agents at the site of the infection without 
flaking. And TINVER's cleansing, keratolytic 
action aids penetration of the medication 
and assures more dependable results. 


OVE. 


Description: Sodium thiosulfate 25%; salicylic acid 1%; isopropyl 
alcohol 10%; propylene glycol; menthol; disodium edetate; 
colloidal alumina; purified water. Indicatioms: For topical use in 
the treatment of tinea versicolor (Malassezia furfur infection). 
Precautions: If signs of irritation or sensitivity develop, discontinue 
use. Do not use on or about the eyes. Administration: Thoroughly 
wash, rinse and dry the affected areas before application of 
medication. Apply a thin film of lotion twice a day or as directed. 
Although diagnostic evidence of the disease may disappear ina 
few days, it is advisable to continue treatment for a much longer 
period. Clothing should be boiled to prevent reinfection. How 
Supplied: 6 fl. oz. plastic squeeze bottles. Caution: U.S. Federal 
law prohibits dispensing without prescription. 


TINVER® 


(sodium thiosulfate 
25%, salicylic acid 1%) 


The pleasant solution to tinea versicol 
Physician’s sample available upon reqt 


from 
Barnes-Hind Laboratories 


Division of Barnes-Hind Pharmaceuticals 
895 Kifer Road, Sunnyvale, California 94086 


Makers of a complete line of such fine 
dermatological products as: Komed® HC, 
Barseb® HC, Tinver®, Heb®-Cort MC, and 
Thera-Spray™. 


U.S. Pat. No. 3265571 
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Consider Mycolog” (nystatin-neomycin sulfate- 
gramicidin-triamcinolone acetonide) when you 
find these conditions* complicated by 
candidal and/or bacterial infection: 

1 Eczematoid Dermatitis 2 Stasis 
Dermatitis 3 Seborrheic Dermatitis 

4 Lichen Simplex Chronicus 5 Contact 
Dermatitis 6 Pruritus Vulvae 
(cream only) 7 Atopic Dermatitis. 


*Note: This drug has 

been evaluated as possibly 
effective for all indications. 
See brief summary 9*5 
on opposite page. a 
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Mycolog Cream (Nystatin-Neomycin Sulfate-Gramicidin- 
Triamcinolone Acetonide Cream) contains 100,000 units 
nystatin, neomycjn sulfate equivalent to 2.5 mg. neomycin 


—7D2ase:0.25 mg. gramicidin, and 1 mg. triamcinolone acetonide 


per gram in an aqueous perfumed vanishing-cream base. 
Mycolog Ointment (Nystatin-Neomycin Sulfate-Gramici- 
din-Triameinolone Acetonide Ointment) contains 100,000 
units nystatin, neomycin sulfate equivalent to 2.5 mg. 
neomycin base, 0.25 mg. gramicidin, and 1 mg. triamcinolone 
acetonide per gram in Plastibase* (Plasticized Hydrocarbon 
Gel), a polyethylene and mineral oil gel base. 





Y ATIONS: Based on a review of these preparations 
by the National Academy of Sciences -National Research 
Council and/or other information, FDA has classified 
theindications as follows: Possibly effective: In cutaneous 
candidiasis; superficial bacterial infections; the follow- 
ing conditions when complicated by candidal and/or 
bacterial infection: atopic, eczematoid, stasis, nummular, 


contact, or seborrheic dermatitis, neurodermatitis, and 
dermatitis venenata; infantile eczema; and lichen simplex 
chronicus. The Cream is also possibly effective in pru- 
ritus ani and pruritus vulvae. 

Final classification of the less-than-effective indications 
requires further investigation. 


CONTRAINDICATIONS: Tuberculous and most viral 
lesions of the skin (including herpes simplex, vaccinia and 
varicella); fungal lesions of the skin except candidiasis; 
history of hypersensitivity to any product component. Not 
intended for ophthalmic use; should not be applied in the 
external auditory canal of patients with perforated ear- 
drums. 


WARNINGS: Because of the potential hazard of nephro- 
toxicity and ototoxicity, prolonged useor use of large amounts 
of these products should be avoided in the treatment of skin 
infections following extensive burns, trophic ulceration, 
and other conditions where absorption of neomycin is 
possible. 


PRECAUTIONS: General—Watch constantly for over- 
growth of nonsusceptible organisms (including fungi other 
than candida). Should superinfection due to nonsusceptible 
organisms occur, administer suitable concomitant anti- 
microbial therapy; if favorable response is not prompt, 
discontinue the preparation until adequate control with 
other anti-infectives is effected. Although rare with topical 
use, systemic side effects are possible particularly when 
corticosteroids are used over large areas or for long periods. 


If local irritation or sensitization develops, discontinue ' 
drug and institute appropriate therapy. The Cream and 
Ointment are not for ophthalmic use. 

Usage in pregnancy - Safety of topical steroids during 
pregnancy has not been absolutely established; therefor®, 
do not use extensively, in large amounts, or for prolonged 
periods. 

Occlusive Dressing Technique — This technique increases 
percutaneous absorption of corticosteroids; extensive use 
increases possibility of systemic effects. For extensive 
lesions, a sequential approach (treat one portion of body at 
a time) may be preferable. Keep patients being treated with 
occlusive technique over large areas and for a considerable 
period of time under close observation. Occasionally, pa- 
tients on prolonged therapy - especially occlusive therapy -' 
may develop steroid withdrawal symptoms when the drug 
is stopped. Thermal homeostasis may be impaired if large 
areas of the body are covered. Discontinue occlusive dress- 
ing if elevation of body temperature occurs. Occlusive 
dressings are often flammable and may pose a suffocation. 
hazard to children; use extreme caution when plastic films 
are used on children. Occasionally, sensitivity reaction to 
a particular occlusive dressing or adhesive material may 
develop which necessitates use of a substitute material. 
Discontinue occlusive dressing and institute appropriate 
antimicrobial therapy if infection develops. 

When applied to moist intertriginous areas, oleaginous 

ointments in general may be irritating and are not recom- 
mended. 
ADVERSE REACTIONS: Sensitivity reactions to topical use 
of gramicidin are rare. Hypersensitivity to nystatin is ex- 
tremely uncommon. Hypersensitivity to neomycin has been 
reported and articles in the current literature indicate an 
increase in prevalence. 

The following adverse reactions have been reported with 
topical corticosteroids: burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneform eruptions, and hypo- 
pigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: mac- 
eration of the skin, secondary infection, skin atrophy, striae, 
and miliaria. Contact sensitivity to a particular dressing 
material or adhesive may occur occasionally. Ototoxicitv 
and nephrotoxicity have been reported. 

For full information, consult package inserts. 


HOW SUPPLIED: Both preparations are available in 5, 
15, 30, and 60 gram tubes and in jars of 120 grams (4 oz.). 


SQUIB 


® The Priceless Ingredient of every product 
is the honor and integrity of its maker. ™ 


antipruritic/anti-inflammatory/anticandidal 
antibacterial actions*...all together in 
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©1974 E. R. Squibb & Sons, Inc. 314-002 
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Cream 
Ointment 


® 
Mycolog 
Nystatin — 
Neomycin Sulfate - 
Gramicidin — 
Triamcinolone Acetonide 





*Note: This drug has been evaluated as possibly 
effective for all indications. See brief summary. 





Soap-Free Skin Cleanser 


Rich-lathering Lowila provides care for tender skin. Recommended for dermatopathic and 
eczematous patients of all ages, including babies. Its low pH (4.5-5.5) helps protect the natural 
acidity of the skin and favors healing. See PDR. Supplied: 334 oz. bars. For free ready-to- 
frame poster size graphics of mother and child, write to: : 


|. WESTWOOD PHARMACEUTICALS INC., Dept. 22MLT, Buffalo, New York 14213 


Contains sodium lauryl sulfoacetate in a corn dextrin base. 
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Report of the International Com- 
mittee of Dermatology.—The Inter- 
national Committee of Dermatology 
met on July 16 and 17, 1973, in Lon- 
don, under the Presidency of Prof R. 
L. Baer, to discuss the form of future 

ational congresses of dermatol- 
ogy and to begin preparations for the 
15th International Congress of Der- 
matology, which will take place on 
Oct 16-22, 1977, in Mexico City. 

The following members of the in- 
ternational committee were present: 
O. Braun-Falco, German Federal Re- 
publie; J. Civatte, France; R. Degos, 
France; J. Gay-Prieto, Spain; S. Ja- 
blonská, Poland; A. Padilha-Goncalves, 
Brazil; F. Sagher, Israel; N. Thyres- 
son, Sweden; H. J. Wallace, Great 
Britain; R. Winkelmann, United 
States; A. Gonzalez Ochoa, Mexico, 
and L. Dominguez Soto, Mexico, the 
President and Secretary, respec- 
tively, of the 15th International Con- 
gress of Dermatology in Mexico City; 
F. Flarer, Italy, and F. Serri, Italy, 
the President and Secretary, respec- 
tively, of the 14th International Con- 
gress of Dermatology in Venezia, 
Padua, Italy; and T. Yasuda, Japan, 
by invitation. 

All participants were in agreement 
regarding the purposes that inter- 
national congresses of dermatology 
must fulfill: They are useful only if 
they adhere to high scientific stan- 
dards, present new and important 
data, include an appropriate educa- 
tional program, and have a content 
that is educational both for the scien- 
tifically interested and the practicing 
dermatologists. In addition, such con- 
gresses must provide opportunities 
for the participants, whether practic- 
ing dermatologists or basic scientists, 
to enter into direct discussions with 
the authorities in various fields of sci- 
ence and practice. 

After detailed discussions of these 
problems, the following activities 
were decided on for the 15th Inter- 
national Congress of Dermatology in 
Mexico City: 

Main Themes.—Presentation of 
main topics will take place daily in 
the large auditorium between 9 AM 
and 1 PM. The topics cover the newest, 
important developments in the areas 
of clinical dermatology and basic der- 
matologic research. The speakers will 
be invited. The presentations will last 
30 to 40 minutes, and no discussions 
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are planned. 

Symposia.—These will deal with 
newer developments in clinical der- 
matology and dermatologic basic sci- 
ences. About 15 symposia, each deal- 
ing with one particular topic, are 
planned. Some of the speakers will be 
invited, while others will be those pro- 
posed by the national dermatologic 
societies. 

Workshops.—These will deal with 
circumscribed topics in the basic or 
clinical sciences in dermatology. Par- 
ticipation will be by invitation. 

Educational Courses.—These will 
serve the continued education of der- 
matologists in the scientific basis of 
parctical dermatology. Each day, a 
particular topic will be covered be- 
tween 2:30 and 6 PM. The course direc- 
tor will be responsible for the plan- 
ning of the entire course. 

Informal Tea Discussion Groups.— 
Informal discussion groups will meet 
in the hotels between 5 and 7 PM. The 
discussions will be led by experts in 
the particular fields. The discussion 
groups will serve to provide a closer 
contact between the practicing der- 
matologists and the experts. 

Free Communications.—Free com- 
munications will be included at the 
next international congress. How- 
ever, a committee will be appointed to 
review the abstracts submitted and to 
decide whether the communications 
should be presented, read by title 
only, or rejected. 

Demonstration of Patients.—Demon- 
strations are particulary important at 
international congresses of dermatol- 
ogy and deserve greater attention 
than has been given to them previ- 
ously. The form of patient demon- 
stration (for example, by slide pre- 
sentation or film) has not yet been 
determined. 

In order to allow for optimal plan- 
ning of the forthcoming Inter- 
national Dermatologic Congress in 
Mexico City, the International Com- 
mittee of Dermatology has formed 
subcommittees that will concern 
themselves with planning the demon- 
stration of patients, main themes, 
symposia, educational courses, and 
workshops. The coordinators of these 
subcommittees will contact not only 
the national dermatologic societies 
but also the Society for Investigative 
Dermatology and the European Soci- 
ety for Dermatologic Research in or- 
der to assure optimal planning for the 
scientific programs. 
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Professor A. Gonzalez Ochoa, the = 


president, and Dr. L. Dominguez 
Soto, the secretary, of the ILnter- 
national Congress of Dermatology in 
Mexico City in 1977, discussed ques- 
tions of organization and informed 
the committee that the Mexican au- 


thorities have agreed tq have the con- - 


gress take place Oct 16 to 22, 1977. 

There was extensive discussion of 
the question of publication of the cón: 
gress proceedings. For a number of 
reasons, the international committee 
came to the conclusion that in place of 
a volume of transactions, there should 
be a book of abstracts that would be 
published at an early date before the 
congress. Transactions of interna- 
tional congresses have only limited 
value nowadays and do not justify the 
very high cost of publication. 


Earl D. Osborne Fellowship in Der- 
mal Pathology.— This fellowship, spon- 
sored by the American Academy of 
Dermatology, is to provide annually 
the opportunity for study and train- 
ing in dermal pathology to a post- 
graduate student in the United 
States or Canada who has completed 
satisfactorily at least one year or pre- 
ferably two years of training in der- 
matology. The stipend is $12,000 a 
year, divided into four quarterly pay- 
ments during the fellowship's year. 
The period of training will be spent 
at the Armed Forces Institute of Pa- 
thology, Washington, DC, with the 
appointment subject to approval by 
the director of the institute. The 
American Board of Dermatology, 
Inc., has approved the institute for 
one year of training. 

The primary purpose of the Os- 
borne Fellowship is to train dermatol- 
ogists in dermal pathology. The large 
amount of material in dermal pathol- 
ogy on hand at the institute will be 
available for study, and original re- 
search may be pursued under the di- 
rection of the chief of the Dermal Pa- 
thology Section of the institute. 

Dermatologists in training who are 
interested in this fellowship may ob- 
tain application blanks from Dr. Wal- 
ter R. Nickel, Chairman of the Com- 
mittee on Pathology of the American 
Academy of Dermatology, 233 " A" St, 
San Diego, CA 92101. The next avail- 
able appointment begins July 1, 1975. 
Early application is urged, since ap- 
plicants will not be considered after 
June 1, 1974, for the July 1, 1975, ap- 
pointment. 
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e American Academy of Dermatology 
Meeting.—At the 32nd annual meet- 
ihg of the American Academy, held in 
Chicago on Dec 1-6, 1973, a new Sec- 
retáry-Treasurer was elected. He is 
John M. Shaw, a practicing dermatol- 
ogist from Tacoma, Wash. The new 
Secretary-Treasurer of the 4,000- 
member medical ‘specialty society will 
serve a five-year term as chief admin- 
istfative officer of the Academy, in 
addition to continuing his private 


< practice of dermatology. 


Effective Jan 1, 1974, the Academy 


. will move its headquarters office from 


its present location in Portland, Ore, 
to 1116 South Fifth St, Tacoma, Wash 
98405 (mailing address for the Ameri- 
can Academy of Dermatology will be 
PO Box 5368, Tacoma, WA 98405). 

Dr. Shaw, age 49, is a native of Spo- 
kane, Wash. He received his medical 
training at the University of Mich- 
igan, Ann Arbor, and took both his 
internship and residency at the Uni- 
versity Hospital in Ann Arbor. 

The new Secretary-Treasurer was 
certified by the American Board of 
Dermatology and Syphilology in 1956. 
After returning to the West Coast, he 
was appointed to the clinical faculties 
of both the University of Washington 
and the University of Oregon Medical 
School. He currently is a Clinical As- 
sociate of Dermatology at the Uni- 
versity of Washington and an Associ- 
ate Clinical Professor of Dermatology 
at the University of Oregon. His hos- 
pital affiliations include Tacoma Gen- 
eral Hospital, Mary Bridge Children’s 
Hospital, Doctor’s Hospital, Puget 
Sound General Hospital, and St. Jo- 
seph’s Hospital. 

Dr. Shaw has served as President 
and Secretary-Treasurer of both the 
Pacific Northwest Dermatological So- 
ciety (Secretary-Treasurer, 1960-1965; 
President, 1971) and the Pacific Der- 
matologic Association (Secretary- 
Treasurer, 1969-1971; President, 
1972). He was assistant Secretary- 
Treasurer of the American Academy 
of Dermatology from 1968 to 1973. 


History of Dermatology Club.—The 
inaugural meeting of the History of 
Dermatology Club was held in Chi- 
cago on Dec 4, 1973, at the time of the 
annual meeting of the American 
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Academy of Dermatology. Dr. Her- 
man Beerman, Professor Emeritus of 
Dermatology introduced Dr. Marion 
Sulzberger, Professor Emeritus of 
Dermatology, New York University 
School of Medicine, who presented 
“Reminiscences and Remembrances,” 
in which he recalled his dermatologic 
training in Switzerland in the 1920s 
and 1930s. A tape recording of this 
event has been deposited in the 
American Academy of Dermatology 
Collection at the Library of the Col- 
lege of Physicians of Philadelphia. 

Dr. Samuel J. Zakon, Professor 
Emeritus of Dermatology, North- 
western University School of Medi- 
cine, was cited for his many contribu- 
tions to the history of dermatology 
and for his work as historian to the 
American Academy of Dermatology 
for many years. He became the first 
Honorary Member of the History of 
Dermatology Club. 

The officers of the club are Law- 
rence Charles Parish, MD, President, 
and Gerald N. Wachs, MD, Secretary. 
The Board of Directors is comprised 
of the members of the History of Der- 
matology Task Force of the National 
Program for Dermatology. Member- 
ship is open to all those interested in 
the history of dermatology. For fur- 
ther information write to Lawrence 
C. Parish, MD, 1930 Chestnut St, 
Philadelphia, PA 19103. 


Washington DC Dermatological So- 
ciety Officers.-The new officers for 
the year 1973-1974 for the Washing- 
ton, DC, Dermatological Society are 
as follows: President—Mervyn Elgart, 
MD, Department of Dermatology, 
George Washington University Hos- 
pital, Washington, DC; Vice-Presi- 
dent-Gary Gage, MD, 5413 West 
Lane, Bethesda, Md; Secretary-Trea- 
surer— Robert Katz, MD, 1109 Spring 
St, Silver Spring, Md. 


Sixteenth Annual Postgraduate 
Course in Dermal Pathology.—The 
University of Texas Health Science 
Center at Houston, Division of Con- 
tinuing Education, and The Univer- 
sity of Texas System Cancer Center, 
M. D. Anderson Hospital and Tumor 
Institute, at Houston will present the 
16th Annual Postgraduate Course in 


Dermal Pathology Aug-+19-23, 1974. 


During this five-day course, eñ phim 


sis will be given to a review of the 
basic concepts of dermal pathology, 
including histology and * anatomy, 
electron microscopy, histochemistry, 
inflammatory dermatoses, granulo- 
matous dermatoses,  reticuloendo- 
thelial and alterative dermatoses, and 
nevi and neoplasms. The course is 

signed primarily for pathologists and 
dermatologists. The curriculum will 
be similar to that of previous courses 
that have been held in Houston, at 
the Skin and Cancer Hospital of 
Temple University in Philadelphia, 
The University of California at Ir- 
vine, and the University of Min- 
nesota. This will be the fifth time that 
the course will have been held in 
Houston. 

For further information, write to 
the Director, the University of Texas 
Health Science Center at Houston, 
Division of Continuing Education, 
PO Box 20367, Houston, TX 77025. 


Annual Dermatopathology Fellow- 
ship.—The Departments of Dermatol- 
ogy and Pathology of New York Uni- 
versity School of Medicine are pleased 
to offer a training program in der- 
matopathology under the direction of 
A. Bernard Ackerman, MD. The fel- 
lowship will be awarded annually. 
Applications for July 1976 should be 
forwarded to A. Bernard Ackerman, 
MD, Director, Skin Pathology Sec- 
tion, New York University School of 
Medicine, Skin and Cancer Unit, 562 
First Ave, New York, NY 10016. 


Task Force in Comparative Derma- 
tology.—A Task Force on Compara- 
tive Dermatology has been formed 
under the auspices of the National 
Program for Dermatology. We would 
like to identify any group, depart- 
ment, or individual interested in 
the area of comparative dermatology. 
Please communicate with Lawrence 
Charles Parish, MD, or Robert H. 
Schwartzman, DVM, Co-Leaders, De- 
partment of Dermatology, University 
of Pennsylvania School of Veter- 
inarian Medicine, 39th and Woodland 
Ave, Philadelphia, PA 19174 ([215] 
594-8861). | 
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And Vanseb®-T Cream Tar Shampoo 
doesn't smell like one either. Most tar 
shampoos are liquids that leave the hair 
dry, brittle and unmanageable with a 
characteristically unpleasant odor. 

Vanseb-T is effective as an adjunct in 
the treatment of seborrheic dermatitis. 
Yet Vanseb-T leaves hair soft and silky 
without the usual tar after-odor. 

Using Vanseb-T your patients get the 
activity of tar WITHOUT tar's usual 
cosmetic liabilities. 

Vanseb-T. The elegant tar shampoo 
that leaves hair the way your patients 
want it. 














Division of Allergan Pharmaceuticals 


H G. S. Herbert Laboratories 
Irvine, California 92664 


Vanseb-T 
Tar Shampoo 


Sulfur 2%, salicylic acid 1%, coal tar 
solution 5% (equivalent to 1% crude coal 
tar) in a blend of surfactants and 


protein. 
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. full strength chronic psoriasis 
... Valisone Cream 
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betamethasone valerate 0.1% 
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VP : Economical...Effective...Convenient 
m Economical...low-cost maintenance therapy 
» for chronic psoriasis. 
m Effective anti-inflammatory, antipruritic, and 
4 5 vasoconstrictive actions. 
> , m Convenient b.i.d. dosage is often effective... 
E dosage regimen readily accepted by patient... 
occlusive dressings seldom needed. 
J m Contains no parabens... 
4 sensitization rarely occurs. 
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-. Clinical success 
. comes in all forms 


For contact 
s dermatitis only— 
















Tn _ For seborrheic 


dermatitis of the scalp— 
lisone Lotion 
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Reduced Strength — 


Konilworth, 8.J. 07033 
Cream La 


For corticosteroid- 
responsive dermatoses— 


Valisone 
Cream/Ointment 


rand of 


betamethasone valerate, NF 
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THE METROPOLITAN 
DERMATOLOGICAL SOCIETY 


OF LOS ANGELES 

Nov 28, 1972 

Jack E. McCleary, MD, Recorder 
Possible  Sporotrichosis. Presented by 

DONALD R. SHasky, MD. 

A 54-year-old woman developed a red 
nodule on her left index fingertip three 
months ago. Two weeks later, many sim- 
ilar lesions appeared on her left arm. She 
admitted that she had worked in her gar- 
den around thorny plants, but she was 
unaware of a specific thorn prick. 

A physical examination showed that 
there were erythematous nodules, both 
firm and fluctuant, in a circling band 
around hhe left arm, a single lesion on the 
left wrist, and another lesion on the right 
thigh. 

The laboratory findings were as follows: 
No organisms grew from Sabouraud me- 
dium. A bacterial culture (at 30 and 37 C) 
yielded no growth. A biopsy specimen 
showed acute inflammation and necrosis, a 
nondiagnostic picture. The complete blood 
cell count was normal. The blood chemistry 
studies using an automated multiple anal- 
yses system showed that there was a slight 
elevation in the calcium and phosphorus 
levels. The serum glutamic oxaloacetic 
transaminase value was 196 units/ml (nor- 
mal 10 to 50 units/ml). 


Discussion 


Dr. HERBERT M. JANKLOW: The patient is 
from San Joaquin Valley, Calif, and for 
that reason I suggest that a diagnosis of 
coccidioidomycosis be considered. I recom- 
mend that a 4 to 6 mm deep punch biopsy 
specimen be taken; the specimen should be 
bisected, and one half should be implanted 
in Sabouraud agar and the other half used 
for special deep fungus stains. Examina- 
tion of a chest x-ray film and a coccidioidin 
skin test would be helpful in the diagnosis. 

Dr. LEO INDIANER: The biopsy specimen 
showed an essentially normal epidermis 
and a mixed-cell granulomatous response 
in the dermis. The most common cause of 
mixed granulomatous responses are for- 
eign bodies and deep fungus infections. 
Sporotrichosis is a consideration. There 
were no organisms seen on the hematoxy- 
lin-eosin stained section; such a finding is, 
unfortunately, usually the case in sporotri- 
chosis. Special stains, such as PAS with 
diastase predigestion, are usually neces- 
sary to find the organisms. One looks for 
cigar-shaped bodies or asteroid bodies. 
Pinkus has reported seeing hyphal ele- 
ments. There are also fluorescent stains 
available. 

Another consideration, of course, is an 
atypical mycobaterial infection; it can be 
identified with the use of a fluorescent 
auramine-rhodamine stain. The atypical 
mycobacteria are pleomorphic, varying in 
size and shape, and can be elongated or 


beaded. Fresh tissue is not needed for tbis 
stain; it can be done with paraffin-em- 
bedded tissue. ? 

Dr. PAUL Hirscu: I should like to call at- 
tention to the fluorescent staining tech- 
niques for fungi. At times, minimal num- 
bers of fungi are in the tissue and they can 
be missed by routine PAS staining tech- 
niques. I would like to stress the necessity 
for adequate controls when fluorescent, 
staining techniques are used. 


es 


Dr SHASKY: If the patient does have an ` 


atypical mycobacterial 
should it be treated? 
Dr. MURRAY ZIMMERMAN: Use rifampin 


infection, how 


and isoniazid or isoniazid and amino- 


salicylic acid. 


MICHIGAN DERMATOLOGICAL 
SOCIETY 


Feb 14, 1973 
Amir H. Mehregan, MD, Recorder 


Hunter Syndrome. Presented by S.G. 

Guatia, MD, and J. BLum MD. 

The patient is an 8-year-old boy with 
Hunter syndrome (mucopolysaccharidosis 
type II) and a pruritic skin eruption on the 
upper back for one year. There are mul- 
tiple pale, nontender, white dermal papu- 
lonodules 3 to 8 mm in diameter over and 
below both scapuli. There is also increased 
hair growth on trunk and extremities. The 
head is enlarged with scaphocephalic con- 
tour and with prominent supraorbital 
ridges and a wide nasal ridge. There is a 
short thick neck and a high arched palate. 
Hands and feet are short and stubby. The 
skeletal age is about 3 years. Urinalysis 
was positive for mucopolysaccharides. A 
skin biopsy specimen with special stains 
showed normal skin. 


Discussion 


Dr. LesTER Weiss: Hunter syndrome is 
one of the disorders of mucopolysaccharide 
metabolism. Much of the new data regard- 
ing these diseases have been acquired 
through the use of mammalian cell cul- 
ture techniques, usually skin fibroblasts, 
wherein metachromatic granules accumu- 
late in the cells of affected individuals 
(Figure). 

When cells from a normal individual are 
mixed in culture with those of an affected 
patient, the metachromatic granules dis- 
appear. We believe that a corrective factor 
(probably a lysosomal enzyme) elaborated 
by the normal cell passes through the cul- 
ture medium and is picked up by the affected 
cell. The enzyme defect is thereby cor- 
rected and the cells from the patient with 
defective mucopolysaccharide can now rid 
themselves of the accumulated mucopoly- 
saccharide. When cells from a patient with 
Hunter syndrome (MPS II) are mixed with 
those from a patient with Hurler syn- 
drome (MPS I) the defect is corrected in 
both cell lines. These findings demonstrate 
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Culture of dermal fibroblasts with meta- 
chromatic granules. 


that a different lysosomal enzyme is defec- 
tive in these two diseases. Various types of 
mucopolysaccharidoses can be separated 
as distinct genetic entities using the same 
technique. It has also been demonstrated 
that fresh plasma from a normal individ- 
ual will correct the accumulation of me- 
tachromatic granules in fibroblast cultures 
of patients. This observation led logically 
to attempts at correction of the defect in 
vivo by the infusion of large amounts of 
fresh plasma from normal individuals. The 
results reported from various centers 
around the world, unfortunately, are at 
best equivocal. Our own experience has 
been disappointing. 

À second technique using cell cultures 
has been of value both in research and in 
genetic counseling. If radioactive "SO, is 
added to fibroblast cultures of normal indi- 
viduals and the accumulation of radio- 
active material measured serially, it is 
found that the concentration of *S in- 
creases and then reaches a plateau. If “SO, 
is added to cultured fibroblasts from a pa- 
tient with a defect in mucopolysaccharide 
metabolism, the radioactive material con- 
tinues to accumulate in a linear fashion. 
This technique will gain increasing useful- 
ness in prenatal diagnosis. The same de- 
fect is found in cultured amniotic fluid cells 
so that an affected fetus can be identified 
and selective abortion offered. In this way, 
couples at risk can have natural children 
without the 1:4 risk of having another af- 
fected child. The same technique has been 
used in detecting carriers of these traits. 

DR. SHYAMSUNDER Buatia: Three types 
of skin lesions have been observed in pa- 
tients with generalized mucopolysaccha- 
ridoses (MPS): hypertrichosis, thickened, 
roughened, inelastic skin, especially over 
the fingers, and multiple pale nodules and 
ridges, usually over symmetrical areas be- 
tween the angles of the scapulae and the 
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posterior axillary folds. The last type of le- 
sion is specific for Hunter syndrome. The 
first two types of skin lesions are nonspe- 
cific and have been observed in all six of 
the MPS syndromes. 

DR. EARL RUDNER: Dr. Weiss, could you 
explain how the excess of acid mucopoly- 
saccharides induces hair growth as mani- 
fested in this case. 

Dr. Wziss: Hirsutism is often present in 
disorders of the central nervous system. I 
have no information concerning the in- 
creased hair growth in acid mucopoly- 
saccharidoses. 


Kyrle Disease. Presented by RoBERT E. 

Burns, MD, and P. CALHOUN, MD. 

The patient is a 58-year-old man with 
skin lesions concentrated mainly over the 
legs and a few scattered over the thighs, 
upper extremities and trunk. The eruption 
has been present since infancy, usually lo- 
calized to the legs and in areas subject to 
trauma. Other areas became involved for 
the first time one year ago. A sister has a 
similar type of skin eruption. Typical le- 
sions begin as red papules and nodules, 
eventually forming a central plug and pe- 
ripheral scaling. There is a tendency for 
development of linear lesions, suggesting 
Koebner phenomenon. 


Discussion 


Dr. KrETEMAN: Kyrle hyperkeratosis fol- 
licularis et parafollicularis in cutem pene- 
trans was described in 1916. The first 
American case was reported by Abele and 
Dodson in 1961. Recent reviews suggest 
that the eruption begins in the fifth to sev- 
enth decades of life. The lesions may in- 
volve any skin area except the palms and 
soles. The initial lesion is a small horny 
plug of a flesh colored papule increasing in 
size and forming a central crater. It may 
occasionally coalesce to form hyperkera- 
totic plaques. Histologically, there is a 
horny plug penetrating into the upper co- 
rium inducing an area of foreign body 
granuloma. 

Dr. MEHREGAN: I believe this is an ex- 
ample of reactive perforating collagenosis 
rather than Kyrle disease. Continuous de- 
velopment of the skin lesions since early in 
childhood, familial incidence, and cyclic ap- 
pearance of the eruption in response to 
superficial trauma with linear lesions sug- 
gesting Koebner phenomenon are hall- 
marks of this disorder. Among 15 cases of 
reactive perforating collagenosis in my 
file, in two cases the eruption started in 
childhood and persisted into adult life. The 
histologie sections in the case presented 
show a central plug of parakeratotic mate- 
rial containing a few connective tissue fi- 
bers located within a dilated hair follicle. 
The follicular wall shows no areas of dis- 
ruption or transepithelial elimination of 
the necrobiotic connective tissue bundles. 
This, however, may be a relatively older le- 
sion in which the process of connective tis- 
sue elimination has ceased and is no longer 
demonstrated. 





CHICAGO DERMATOLGGICAL SOCIETY 

May 16, 1973 

David F. Fretzin, MD, Recorder ^ 

Reactive Perforating Collagenosis. Pre- 
sented by Davip F. FnETZIN, MD 


A 24-year-old married womdn has a his- 
tory of persistent scattered lesions since 
the age of 5 years. They occur following 
minor trauma, especially insect bites, and 
develop from a small papule to variab 
sized, crusted, and occasionally exutfative 
nodules. There is minor pain with the onset 
of the lesion and some pruritus subse- 
quently. Individual lesions heal slowly 
during several months, frequently leaving 
a small scar or leukodermic patch (Fig 1). 
There was no family history of skin dis- 
ease. 

A section of a nodule from her forearm 
shows a centrally ulcerated, crusted lesion 
with pseudoepitheliomatous hyperplasia of 
the adjacent epidermis. The crusted por- 
tion contains necrotic debris consisting of 
neutrophils and refractile collagen bun- 
dles. Narrow collagen bundles perforate 
the adjacent epithelium into the central 


RD 3s zo AM 





ules of leg in patient with reactive perfo- 
rating collagenosis. 


Fig 2.—Keratinous, debris-filled crateri- 
form papule with fragments of altered col- 
lagen perforating regenerating epithelial 
walls (arrows) (hematoxylin-eosin). 
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~ crust. Variable degrees of necrobiosis, 


a 


chronic ipflammation, and reactive granu- 
lation tissue are present beneath the cen- 
tral ulcer» Stains for elastic fibers in the 
debris are negative, but the phospho- 
tungstict-acid-hematoxylin and Masson- 
trichrome stains identify the refractile fi- 
bers as collagen (Fig 2). 


Discussion 


Dr. FRETZIN: The excoriated papules on 
the patient’s arms and legs suggested self- 
induced excoriations. However, she gave a 
believable history, which indicated that she 
did not manipulate her skin. The lesions 
start as small papules, which sometimes 
become pustular and then erosive. A small 
keratotic, umbilicated center persists for 
many months and then slowly recedes, 
sometimes leaving a leukodermic scar. I in- 
duced a new lesion in the lower part of her 
back with a 25-gauge needle, and this le- 
sion also showed transepithelial elimi- 
nation of collagen. The patient has no 
siblings with this problem, though the lit- 
erature indicates that such patients may 
have more than one family member in- 
volved. ' 

I suspect that some sort of trauma pre- 
cipitates the lesions, as evidenced by the 
presence at times of a Koebner phenom- 
enon. The patient attributes most of the le- 
sions to insect bites. The injury can be 
minimal and still produce the lesion. 

Dr. SIDNEY BARSKEY: If you have been 
able to induce the lesion, perhaps she has 
been able to also, by scratching or picking. 

Dr. FRETZIN: She could do it to herself, 
but there is no psychological reason, as far 
as I can see, to indicate any self-destruc- 
tive tendencies. I have a good enough rela- 
tionship for her to admit this to me. The 
clinicopathological findings in Dr. Mehre- 
gan’s case are very similar to those in 
ours.’ 

Dr. WiLLiIAM D. Storino: When I first 
saw the patient, her history was as stated. 
She was scratching in the office, but she in- 
sisted that she did not induce these lesions 
herself. With that statement, she left. 

Dr. FRETZIN: Nobody knows why certain 
individuals have a predilection for trans- 
epithelial elimination of collagen. There 
are at least three cases in which siblings 
have had similar alterations. Treatment 
with sulfa drugs, penicillin, and methotrex- 
ate has been tried. Therapy with the first 
two drugs has not been successful. Meth- 
otrexate therapy apparently helped Dr. 
Bovenmeyer's patient temporarily, but he 
discontinued the treatment when the na- 
ture of the disease became known. I ini- 
tially gave tetracycline to this patient, but 
the treatment was not successful. 


1. Weiner J: Kyrles disease: Hyperkeratosis 
follicularis et parafollicularis in cutem penetrans 
in siblings. Arch Dermatol 95:329-332, 1967. 

2. Mehregan AH: Reactive perforating col- 
lagenosis. Arch Dermatol 96:211-282, 1967. 

3. Bovenmeyer DA: Reactive perforating col- 
lagenosis. Arch Dermatol 102:313-317, 1970. 
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Oral Acantholytic Bullae: Pemphigus Vul- 
garis vs Darier Disease. Presented by Dr. 
M. MEDENICA. 


A 69-year-old black woman has a ten- 
month history of slight, painful blisters in 
her mouth. She takes aspirin for relief 
of the discomfort. Physical examination 
showed that there were 25 to 50 whitish, 
discrete lesions on the tongue, inner lip, 
buecal mucosa, and palate. The white ma- 
terial was easily removed, leaving a clean, 
eroded base. No skin lesions were noted. 

A biopsy specimen showed an acantholyt- 
ic suprabasilar bulla. The results of immu- 
nofluorescent studies on the serum, muco- 
sal lesion and normal skin were normal. 
The potassium hydroxide examination and 
a culture of the lesion showed no abnor- 
malities. The following results were within 
normal limits: urinalysis, rapid plasma 
reagent test, and the values for serum 
glutamic oxaloacetic transaminase, serum 
glutamic pyruvic transaminase, lactic acid 
dehydrogenase, and alkaline phosphatase. 
The patient’s hemoglobin value was 11.3 
gm/100 ml, and her fasting blood glucose 
value was 126 mg/100 ml. 

The patient was treated with elixir 
of diphenhydramine hydrochloride (Ben- 
adryl), as a gargle, and with triamcinolone 
acetonide in an oral protective paste 
(Kenalog in Orabase). These drugs have 
provided symptomatic relief. 


Discussion 


Dr. CHasE: Six weeks ago, the lesions 
consisted of small erosions covered with 
hyperkeratotic epithelium. The clinical 
diagnosis was moniliasis. The lesions were 
nonpainful, and there were no denuded 
areas in the mouth that would suggest 
pemphigus vulgaris. The patient did not 
have skin papules that would suggest Dar- 
ier disease; however, the biopsy specimen 
did show suprabasilar clefting. There were 
no corps ronds or grains. Immuno- 
fluorescence tests were negative. In pem- 
phigus vulgaris, almost 100% of the lesions 
and 60% of the sera are positive for anti- 
bodies. On the basis of the biopsy findings, 
I favor the diagnosis of pemphigus vul- 
garis. However, Darier disease cannot be 
ruled out. 

Dr. Caro: There is a suprabasilar cleft 
and an acantholytic bulla, but none of the 
dyskeratotic changes seen in Darier dis- 
ease. I hesitate to make a diagnosis of 
pemphigus vulgaris on the basis of this 
biopsy specimen because other inflamma- 
tory conditions occasionally produce acan- 
tholysis. The findings were normal, the im- 
munofluorescent studies are negative, and 
this finding does not support the diagnosis 
of pemphigus vulgaris. Nevertheless, the 
most frequent presentation of pemphigus 
vulgaris is in the mouth, and many of these 
patients have only oral lesions for a pro- 
tacted period before they develop lesions 
on the skin. 

DR. MALKINSON: I presume that both di- 
rect and indirect immunofluorescence stud- 


ies were done. Occasionally, patients with e. 


pemphigus, especially that which is limited 
to the mouth, may have long-lasting rémis- 
sions. : 


Hemangiolymphangioma. Presented by Drs. 
ESTERLY and Lack (by invitation). , 


Three years ago, a benign lesion was re- 


moved from an 8-year-old boy's right ax- ' 


illa. Shortly thereafter, a new lesion arose 
in the area of the scar. It spread posteri- 
orly to his back and has remained there. In 
the left axilla and extending posteriorly to 
the back is a collection of rough, firm, ves- 
icle-like structures that express clear fluid 
on the puncturing. Some of the lesions are 
bluish-red. 

The original biopsy specimen showed 
chronic dermatitis. 


Discussion 


Dr. Lack: After the biopsy was per- 
formed, another crop of lesions appeared, 
which looked more like hemangiomas. 

Dr. Caro: I would put these lesions in 
the category of lymphangioma circum- 
seriptum, even though the lesions look like 
they have a blood vessel component. Many 
lymphangiomas show a substantial amount 
of blood in the vessels, and the diagnosis 
usually is made from the level and shape of 
the blood vessels and from the presence of 
septal projections into the vessel lumina. 
Clinically, my diagnosis also is lymph- 
angioma circumscriptum. Patients have 
their cutaneous lesions as a part of a larg- 
er malformation of the lymphatic system. 
This is why lymphangiomas frequently re- 
cur after excision. 

Dr. SroniNo: Five years ago, I described 
a 12-year-old girl who was operated on for 
a large lipoma of the axilla and who subse- 
quently developed a lymphangioma. The 
way I treated the problem was to hyfre- 
cate each lesion as it appeared. For about 
seven months, she kept exhibiting new le- 
sions, but as hyfrecation was continued 
new lesions stopped appearing. We have 
had bad results with skin grafts on 
lymphangiomas. 

Dr. Barsky: I had a similar experience. I 
hyfrecated the new lesions as they ap- 
peared, and finally they stopped develop- 
ing, and I was able to effect a cure. 

Dr. SoLomon: I think it would be fair 
just to leave the lesion alone. 

Dr. MALKINSON: I would not touch this 
lesion either. I would just observe it; but 
often you are looking at the tip of the ice- 
berg. If there should ever come a time 
when something more must be done with 
the lesion, it would be well to define its 
exact size, depth, and extent. This can be 
done with injection of iodized oil (Lipiodol), 
which provides good visualization by x-ray 
examination. Although these lesions are 
often more extensive than anticipated clin- 
ically, there is usually no major connection 
with normal underlying lymphatic chan- 
nels in any way that would compromise 
surgical intervention. 
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Of 372 patients (with grades I, II, and IIl acne) tn 16 
well-controlled double- blind studies, Retin-A Liquid. 
and Saturated Swabs produced good to excellent* 
responses in 72.896 and poor to fair responses im 
27.2%, with adverse reactions in less than 2% : Of 85 
other patients (with grades Il and III acne) in 5 ran- 
domized double-blind studies, Retin-A Cream pro- 
duced good to excellent responses in 62.3% and poor 
to fair responses in 1 37. 7%, with adverse reactions in 
only one patient.” 


































the flexibility of Retin-A in treating acne vulgaris* 


Saturated Swabs (0.05%), Liquid (0.05%),and * . 
Cream (0.1%) 


the titration technique with Retin-A 

avoids excessive erythema and 
helps achieve clinical success 
Physician Supervision for Acne Vulgaris* grades I, i, 
and III includes: 
1. Frequency of application: once a day or as indicated 
2. Dosage strengths: 0.05% and 0.1% for patients’ 
accommodation 
3. Dosage forms: Saturated Swabs, Liquid, and Cream 
4. Adjunctive measures: (a) avoid other topical medi- 
cations, medicated cosmetics, and perfume products; 
(b) use mild soap and shampoo (such as PURPOSE 
brand Soap and PURPOSE brand Shampoo), and 
(c) gently wash face no more than 2 or 3 times a day. 


when you get specific 
about acne — 


Retin 


by prescription only 





*Primarily grades I, II, and III in which 
comedones, papules, and pustules 
predominate. It is not effective in 
most cases of severe pustular and 
deep cystic nodular varieties (acne 
conglobata). 


**Data on file in the Department of 
Clinical Research, Johnson & Johnson. 
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About as specific 
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Evidence to date suggests it 
acts deep within the follicular canal 
to expel existing comedones, 


break up their precursors, and 
prevent formation of new ones 





by prescription only 
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Saturated Swabs 0.0596 
Liquid 0.05% 
Cream 0.1% 


RETIN-A liquid contains tretinoin 0.05% by weight, polyethylene 
glycol 400, butylated hydroxytoluene, and alcohol 55%. RETIN-A 
cream contains tretinoin 0.1% by weight in a hydrophilic cream 
vehicle of stearic acid, isopropyl myristate, polyoxyl 40 stearate, stearyl 
alcohol, xanthan gum, sorbic acid, and butylated hydroxytoluene. 








Instruct patient to: 

e Wash face gently no more than 2 or 3 times daily. 
Pat face dry with towel (don’t rub). 

e Wait 15-20 minutes before applying RETIN-A. 
Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. 

@ Use mild soap and shampoo (PURPOSE Brand 
Soap; PURPOSE Brand Shampoo). 

€ Avoid excessive exposure to extremes of climate 
(sun, wind, cold) since these tend to dry and burn 
the skin. 


General instructions for the patient: 

€ Avoid using the medication at the corners of the 
mouth, nose, eyes, or on other sensitive areas. 

€ Avoid using other topical acne preparations. They 
may interfere with the action of the medication. 

e Excessive use of the product will not produce 
more rapid or better results — but may cause 
unnecessary irritation. 


Whenever a mild soap or shampoo is indicated: 


PURPOSE Brand Soap and PURPOSE Brand Shampoo 





Indications: RETIN-A Brand tretinoin is indicated for topical applica- 
tion in the treatment of acne vulgaris, primarily grades |, II, and III in 
which comedones, papules, and pustules predominate. It is not effec- 
tive in most cases of severe pustular and dee[$cysfic nodular varieties 
(acne conglobata). ad. 
Contraindications: Use of the product should be disconfinued if 
hypersensitivity to any of the ingredients is noted. 

Warnings: RETIN-A Brand tretinoin should be kept away from the eyes, 
the mouth, angles of the nose, and mucous membranes. Topical use 
may induce severe local erythema and peeling at the site of applica- 
tion. If the degree of local irritation warrants, patients should be 
directed to use the medication less frequently, discontinue use 
temporarily, or discontinue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous skin and should be 
used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be Sed with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A Brand tretinoin. It also is advisable to “rest” a patient's 
skin until the effects of peeling agents subside before use of RETIN-A 
Brand tretinoin is begun. 

Exposure to sunlight, including sunlamps, should be minimized dur- 
ing the use of RETIN-A Brand tretinoin and patients with sunburn 
should be advised not to use the product until fully recovered because 
of heightened susceptibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to have considerable sun 
exposure due to occupation should exercise particular caution. 

Similar precautions are advisable with regard to the use of medicated 
or abrasive soaps and cleansers, soaps and cosmetics that have a strong 
drying effect, and products with high concentrations of alcohol, 
astringents, spices, or lime. 

If medication is applied excessively, no more rapid or better results 

will be obtained and marked redness, peeling, or discomfort may 
occur. 

Adverse Reactions: The skin of certain sensitive individuals may be- 
come excessively red, edematous, blistered, or crusted. If these effects 
occur, the medication should either be discontinued until the integrity 
of the skin is restored or the medication should be adjusted to a level 
the patient can tolerate. Temporary hyper- or hypopigmentation has 
been reported with repeated application of RETIN-A Brand tretinoin. 
Some individuals have been reported to have heightened susceptibility 
to sunlight while under treatment with RETIN-A Brand tretinoin. To 
date, all adverse effects of RETIN-A Brand tretinoin have been reversi- 
ble upon discontinuation of therapy. (See Dosage and Administration 
section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin cream 
should be applied once a day, before retiring, to the skin where acne 
lesions appear, using enough to cover the entire affected area lightly. 
Swab: One RETIN-A Brand tretinoin swab should be applied once a 
day, before retiring, to the skin where acne lesions appear, spreading 
the medication over the entire affected area. One swab supplies 
enough of the preparation to treat an area the size of the face. If other 
sites are treated, such as the back, additional swabs should be used. 
Liquid: RETIN-A Brand tretinoin liquid should be applied once a day, 
before retiring, to the skin where acne lesions appear, using enough to 
cover the entire affected area lightly. The preparation may be applied 
using a fingertip, gauze pad, or cotton swab. If gauze or cotton is 
employed, care should be taken not to oversaturate it to the extent 
that the liquid would run into areas where treatment is not intended. 
Application may cause a transitory feeling of warmth or slight stinging. 
In cases where it has been necessary to temporarily discontinue 
therapy or to reduce the frequency of application, therapy may be 
resumed when the patients become able to tolerate the treatment. 
During the early weeks of therapy, an apparent exacerbation of in- 
flammatory lesions may occur. This is due to the action of the medica- 
tion on deep, previously unseen comedones and papules. 
Therapeutic results should be noticed after two to three weeks. Results 
may not be optimal until after six weeks of therapy. Once the acne 
lesions have responded satisfactorily, it may be possible to maintain 
the improvement with less frequent applications. 

Patients treated with RETIN-A Brand tretinoin may use cosmetics, but 
the areas to be treated should be cleansed thoroughly before the medi- 
cation is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied in three forms: 

1) Foil-covered swabs saturated with 0.05% strength liquid, in boxes 
of 30. 

2) Amber bottles containing two fluid ounces of 0.05% strength liquid. 
3) One-ounce tubes containing a bland hydrophilic cream with 
tretinoin at 0.1% strength. 
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This needs 
the Synalar 0.025% 


FIUOCINOIONE ACETONIDE] 


strong start. 


Effective adjunctive therapy 
for all corticosteroid-responsive dermatoses. 


INDICATIONS: For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses. 

CONTRAINDICATIONS: Topical steroids are contraindi- 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 
of the components of the preparation, 

PRECAUTIONS: If irritation develops, the product should 
be discontinued and appropriate therapy instituted. In the pres- 
ence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does 
not occur promptly. the corticosterom should be discontinued 
until the infection has been adequately controlled. If extensive 
areas are treated or if the occlusive technique is used. the possi- 
bility exists of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy. the safety of their use in pregnant females has not 
absolutely been established. Therefore, they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. The product is not for ophthalmic use 

ADVERSE REACTIONS: The fcllowing local adverse 
reactions have been reported with topical corticosteroids: burn- 
ing. itching. irritation, dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. The following may occur 
more frequently with occlusive dressings than without such ther- 
apy: maceration of the skin. secondary infection, skin atrophy, 
striae, miliaria. See package insert for full prescribing information. 


Available in 15 and 60 gram tubes. 
GES 


nalar Cream 


(FIUOCINOLONE ACE TONIDE) 


0.025” 


OVER A DECADE OF RELIABILITY 
SYNTEX 


SYNTEX LABORATCRIE 


PALO ALTO CALIFORNIA 94 304 
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squeeze 
for acne 


Available in Both Regular 
and Lemon Scent 


Es 


, 


Proven Therapeutic Edge Over Acne 
§ 


Offers individualized therapy to meet the specific needs 
of each patient. 


Dries and desquamates skin with a high degree of safety 
and flexibility. 


Combines polyethylene granules with sulfur and salicylic acid 
in a surfactant base. 


Predictable and controllable irritation for efficacy... 
without undue patient trauma. : 
; 


Indicated in the treatment of acne vulgaris in grades |, Il, 
and selected cases of grade III. 


Noticeably rapid improvement. 


§ Outstanding patient acceptance and cooperation ...leaves the 


skin with a smooth clean feeling after the first Pernox wash. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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Contents: Microfine granules of 
polyethylene in SEBULYTIC® brand 
of soapless cleansers and wetting 
agents. Also 2% sulfur, 1.5% salicylic 
acid. See PDR. In 2 oz. and 4 oz. tubes. 


Pernox 


gentle, medicated abradant 
lathering scrub cleanser 
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Wash therapy- 
problems out of 
your hair... 
and common 
scalp problems 
out of theirs 


nu- FLOW 14 produces such beautiful results, your 
patients forget it's a medication. 

The promotion of consistent therapy—so important 
in the control of seborrheic dermatitis—is now 
easier to achieve with the use of neutral, emollient 
nu-FLOW. 

In 429 test cases, patients exulted in the softer tex- 
ture, improved body, and better manageability that 
comes with the use of nu-FLOW'—so unlike harsh 
medicated shampoos that leave the hair wild and 
woolly. 

But more importantly, nu-FLOW's medicated for- 
mulation, containing 2% parachlorometaxylenol, 
effectively eliminated subjective complaints of 
itching scalp and abnormal loss of hair in nearly 
all cases within four weeks.1 

nu-FLOW. It's nicely habit-forming. 


e 


Flow Pharmaceuticals, Inc. 

Palo Alto, California 94303 
TJames, Arthur P. R., and James, M. Brodie: CUTIS, 
6:1219-20, 1970. 





SPECIAL 


pre-publication 
discount! | 





1974 
AMERICAN 
MEDICAL 
DIRECTORY 





eOver 371,000 biographical 
entries! 

©27,000 new names! 

s All current to December 31, 
1973! 


It's coming off the presses in July. But, if you place 
your order now you can save $15.00 on the 4-volume, 
hard-cover set! (Pre-publication price: $110.00; regu- 
lar price: $125.00.) 

This 26th edition of the DIRECTORY indexes -- al- 
phabetically and geographically -- more than 371,009 
physicians in the U.S. and possessions, those serving 
in the Armed Services, and those U.S. Physicians re- 
siding temporarily in foreign countries. 

For each entry, you'll find specific, accurate infor- 
mation on a physician's professional mailing address 
.. year of birth. . school of medical education (foreign 
schools included). . .year of graduation. . .year state li- 
cense conferred. ..primary and secondary specialties 
...type of practice... .whether he's an AMA member or 
not. 


RESERVE YOUR SET 
TODAY! 


SAVE $15.00 


$110 per set in U.S., Possessions, 
Canada and Mexico 
$125 per set All Other Countries 


SPECIAL DISCOUNT 
RATES VALID ONLY 


UNTIL JUNE 30, 1974 





Mail your check or money order to: 
Order Department 

American Medical Association 

535 North Dearborn Street 
Chicago, Illinois 60610 


GOOD RESULTS 


reported with this 
new combination 
therapy for psoriasis 


R,,: TarDoak Lotion 
wiha | 
fluorinated steroid 


“Now, for psoriasis, many dermatologists 
are combining TarDoak Lotion (con- 
taining 5% Tar Distillate Doak) with 
their preferred fluorinated steroid 
cream. Psoriatic patients were treated 
with a 1:1 mixture of TarDoak Lotion 

and flurandrenolide cream hai aoga 
It was reported, “very useful, especially . 
in the treatment of intertriginous 
lesions.”’' 80% of the patients, "pre- - 


ferred this lotion to the standard anti- : SU Hr Xl 


psoriatic preparations." 


D t S v IN 
This combination therapy keeps. one 


of the patient in your hands. You ¢ an E SAU 
manage dosage strength, reduce s Pate p | 


the steroid in response to your? des 
patient’s progress. You may find 
this investigator did, “Later, to my" 
surprise, the lotion alone seemed 
quite effective.'"'! 


Write for professional samples: 
Doak Pharmacal Company, Inc. 
700 Shames Drive 

Westbury, New York 11590 
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with a fluorinated steroid 


A logical combination: 
it works 


Lo g. e, 
Wes -i es 3. w^ è 
^ 


The secret is Tar Distillate Doak, the 
tar derivative with the therapeutic 
effectiveness of crude coal tar and 
practically none of the negative char- 
acteristics. In many hundreds of cases, 
"Doak's tar distillate is absolutely 
identical with crude coal tar in its 
efficacy in dry neurodermatitis, lichen 
Vidal and psoriasis ... in comparative 
tests on right and left (1) could not 
discover any difference exceptina 
single case of verrucous thickly 
infiltrated indurated lesion of 
psoriasis of the ankle.”? 


1. Horvath, Peter: “New Tar Lotion 
for the Local Treatment of 
Psoriasis," The Schoch Letter, 
April, 1970, 


2. Rothman, Stephen: 
Personal communication. 





Now try something better for 
' A scalp psoriasis and seborrhea: 
: . Anew therapeutic regimen 
 .. combining Doak Oil (contain- 
ing 2% Tar Distillate Doak) 
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^. Steroid... and shampooing 
with Tersatar. 
It works. 
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It’s new and itworks: LOCA 
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* Write for details of the new combination therapy, 
clinical reports and professional samples, to: 


Doak Pharmacal Company, Inc. 
700 Shames Drive 
Westbury, New York 11590 





Space dye microvicidul power: 
BETADINE ANTISEPTICS ` 


BETADINE Skin Cleanser and BETADINE Ointment 
provide the same broad-spectrum microbicidal 
action as BETADINE microbicides chosen by NASA 
for the Skylab mission and for Apollo 11/12/14 
splashdowns. They kill gram-positive and gram- 
negative bacteria (including antibiotic-resistant 
strains), fungi, viruses, protozoa and yeasts... 

are virtually nonirritating and nonstinging... 
nonstaining to skin and natural fabrics. 


BETADINE Skin Cleanser degerms the skin of 
patients with common pathogens, including 
Staph. aureus...helps prevent recurrence 
of acute inflammatory skin infections and 
spread of infection in acne pimples...may 
be used routinely for general skin hygiene. 
(In the rare instance of local 
irritation or sensitivity, discon- 
tinue use in the individual.) 


BETADINE Ointment kills 
pathogens in skin and wound 
infections ...indicated in 
infected stasis ulcers and to 
help prevent infection in burns, 





lacerations and abrasions. Not 
greasy or sticky ...the treated 
area can be bandaged. 


Purdue Frederick 


© COPYRIGHT 1974, THE PURDUE FREDERICK COMPANY 
NORWALK, CONN. 06856 A7418 142574 





& | Buttheres 
nothin 
crude about 
Sebutone! 
















For 
stubborn 
dandruff 

and 
scalp 
psoriasis 


Sebutonel 


Antiseborrheic 


TAR SHAMPOO 


A surface-active, pen- 
etrating therapeutic 










Shampoo for the 


f of 


temporary revel 
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15 INC 


iig Contains; WESTWOOD" TAR (equivalent to.0.5% Coal Tar USP) 
EI SEBULYTIC® brand of soapless cleansers and wetting agents 
| ROHYDRIC® emollient, sulfur 2%. and salicylic acid 2%, 


Sebutone contains virtually all the B Helps relieve the itching and scaling 
inherent antiseborrheic/antipsoriatic of dandruff and psoriasis 
activity of crude coal tar — but it star m Helps remove excess oil 
in a most esthetically and cosmetically 
elegant form, eliminating undesirable, 
insoluble tar components and sludge. — I8 Residual action — prolonged 


B Penetrates matted crusts 


Westwood Tar, the first tar to up to 72 hours 
| | s ) i 
be both chemically and biologically sstvitibd Bladi dU Y % 
standardized. Buffalo. New York 14213 


` Synalar — 


(FL UOCINOLONE ACETONIDE) £ 
0.01- Solution 


Low surface tension for easy Ua n eal for hairy or intertriginous areas. 








Lupus Erythematosus: 


A Review of the Current Status 
of Discoid and Systemic Lupus 


Erythematosus and their Variants 


Edited by EDMUND L. DUBOIS, M.D. 
SECOND EDITION 


FIRST EDITION (out of print since 1969) HAS 
BEEN REVISED: 


L 


Detailed discussion of cutaneous changes in dis- 
coid and SLE by Drs. J. H. Epstein, D. L. Tuffa- 
nelli, and E. L. Dubois. 


. Complete review of antimalarial therapy, toxicity, 
and precautions to be taken for safe administra- 
tion. 


3. Up-to-date supplements have been added to 14 


PRICE: $36.00 plus 6% 


chapters. 


. 1500 new references between 1966 and January, 


1974, approximately 350 new pages of text, and 
100 new illustrations have been added. Total 
816 pages. 


California Sales Tax if appli- 


ES Shipped postpaid if payment accompanies 
order. 


Sent on 10-day approval in U.S. and Canada. 


Order your copy now of this limited printing from: 


Edmund L. Dubois, M.D., Editor, 435 North 


* Bedford Drive, Beverly Hills, California 90210 
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Effective de- 
struction of 


à] | 


PERMA TWEEZ’ ELECTROLYSIS INSTRUMENT 


Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 
axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 


PERMA TWEEZ & ATTACHMENT 


[] Check enclosed. 
[] Invoice after 30 days. 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department 0-49 


5701 West Adams Boulevard, Los Angeles, California 90016 








i hate it, id 
but | LOVE IT! 


The color isn’t especially elegant and the odor isn’t particularly fragrant, 
BUT “Golden Lather” ZETAR SHAMPOO leaves my scalp 

remarkably free of scale, debris and oil-my hair uniquely clean, 

smooth, shining and silky. 


I LOVE IT! aX 
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Indicated in: 4 pt 
Seborrheic- P 
dermatitis pA 
Psoriasis : Ee j / 
Dandruff i "E 


Provides the TOTAL Therapeutic effect #7 
which only chemically standardized af 
Whole Crude Coal Tar (ZETAR) assures. 


i i 
‘Composition: Zetar (Standardized qblloidal Whole Coal Tar) 1% e, Pai blótometaxfiol Y2% 
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FLUCONOLONE ACETONDE) > 
0.01 Cream 


One one-hundredth percent fluocinolone acetonide in cream base for economy. 
n E S = 


s 
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Reflection _ 
of an Image GJ 









ett 


AMA Specialty Journals reflect an image— of 
authority, reliability, integrity, specialization. 
High editorial standards assure accuracy—time- 
liness — relevancy in the manuscripts, clinical 


reports and material published every month. AMERICAN MEDICAL ASSOCIATION 
Read your AMA Specialty Journal —an important 535 North Dearborn Street 


part of your continuing medical education. Chicago, Illinois 60610 


New KOMEX, with 


patented SCRUBULES 


— the abradant par- 
ticles that work, then 
completely dissolve 
— helps eliminate the 
common problems 
frequently associated 
with present scrub 
cleansers. 

KOMExX is an effec- 
tive scrub for acne 
and oily skin. And 
KOMEX dissolves as it 
conditions the skin, so 
there's no tight, dry 


. The dissolving scrub for acne and oily skin. - 


feeling sometimes 
associated with 
abradant cleansers. 
New KOMEX is fresh 
smelling and eco- 
nomical — a dissolving 
abradant scrub for 
acne and oily skin 
in an easy-to-use, 
nonbreakable tube. 
Try it yourself. See 
how cool and pleasant 
it is to use. Then 
recommend KOMEX 


Barnes-Hind Laboratories 
: d Division of Barnes-Hind Pharmaceuticals. Inc 
with confidence. 


895 Kifer Road, Sunnyvale, California 94086 
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` Synalar — 





(FLLOONOLONE ACETONDE) ~ 





0.025 Emollient Cream 


Synalar in an emollient cream base. 
Combines the emolliency of an ointment with the cosmetic acceptability 


JAMA Classified 
Advertisements Help 
You... 


* Locate a Position 

* Buy and Sell Real Estate 
* Sell a Practice 

* Rent Office Space 

* Find Associates 





Place Your Advertisement Today ! 


The Journal of the American Medical Association 


Classified Advertising Department 
535 North Dearborn Street 
Chicago, Illinois 60610 


of a cream. 
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Third Edition 
THE STRUCTURE AND 
FUNCTION OF SKIN 


by WILLIAM MONTAGNA and PAUL F. PARAKKAL 


CONTENTS: An Introduction to Skin. The Epidermis. 
Other Cells in the Epidermis. The Dermis. Blood 
Supply. Cutaneous Innervation. The Pilary Apparatus. 
Effects of Malnutrition on the Morphology of Hair 
Roots. Nails. Sebaceous Glands. Apocrine Glands. 
Eccrine Sweat Glands. 


1974, 448 pp., $27.00/£ 12.95 


THE PHYSIOLOGY AND 
PATHOPHYSIOLOGY 
OF THE SKIN 


edited by A. JARRETT 

CONTENTS OF VOLUME 1: The Normal Epidermis. 
Pathophysiology of the Epidermis. 

1973, 372 pp., $25.00/£ 7.50 

CONTENTS OF VOLUME 2: The Nerves of the Skin. 
The Blcod Vessels of the Skin. 

1973, 482 pp., $29.00/£ 9.80 

Set Price for Volumes 1 and 2: $45.00 


ap 


prices subject to change without notice 


ACADEMIC PRESS, INC. 


A Subsidiary of 

Harcourt Brace Jovanovich, Publishers 

111 FIFTH AVENUE, NEW YORK, N. Y. 10003 
24-28 OVAL ROAD, LONDON NWI 7DX 





rom the Originators of 
Benzoyl Peroxide Acne Therapy 


an alternate modality containing 596 or 1096 Benzoyl Peroxide 
and 696 Polyoxyethylene Lauryl Ether,40% Alcohol 
when you Prefer "Gel" Therapy for Certain Patients 





Daze" Gels 
at Lowest Cost! 
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Contents: 6% salicylic acid in a gel containing 
propylene glycol (60 5.) and ethyl alcohol (19.4%). 


for the management 
of Dis 


NDC 0072-6500-01 


Me l fy CONTENTS: 6% salicylic ecid in a gel containing propylene 
€ glycol (60%) and ethyl alcohol (19.476). 

ACTION AND USES: 

For Dermatological Use: Keralyt is a topical aid in the removal of excessive keratin 
in hyperkeratotic skin disorders, including the various ichthyoses (vulgaris, sex-linked 
and lamellar), keratosis palmaris and plantaris, keratosis pilaris, pityriasis rubra 
pilaris, psoriasis (including body, scalp, and palms and soles). Keralyt has been re- 
ported as helpful as adjunctive therapy for fungal infections. 


For Podiatric Use: Keralyt is a topical aid in the removal of excessive keratin in 
dorsal and plantar hyperkeratotic lesions. Keralyt has been reported as helpful as 
adjunctive therapy for verruca plantaris. 


DIRECTIONS FOR USE: The preferable method of use is to apply thoroughly to the 
affected area and place under occlusion at night. The skin should be hydrated for at 


-/ least five minutes prior to application. The medication is washed off in the morning, 


and if excessive drying and/or irritation is observed, a bland cream or lotion may be 


keratotic skin 





applied. Once clearing is apparent, the occasional use of Keralyt will usually maintain 
the remission. In those areas where occlusion is difficult or impossible, application 
may be made more frequently, and hydration by wet packs or baths prior to applica- 
tion apparently enhances the effect. Unless hands are being treated, rinse hands 
thoroughly following application. 


CONTRAINDICATIONS: Not to be used in patients known to be sensitive to any 
ingredient of Keralyt. 


PRECAUTIONS: In view of the salicylic acid content, use in children under 12 years 
of age should be limited to no more than one tube (1 oz.) in 24 hours. Avoid contact 
with eyes and mucous membranes. For external use only. Keep this and all medications 
out of reach of children. 

HOW SUPPLIED: Plastic tubes 1 oz. (28.4 gm.) 

CAUTION: Federal law prohibits dispensing without prescription. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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There is nothing 
else like 


SOLBAR 


When properly applied, SOLBAR® protects the skin 
from sunburning and aids in the prevention of 
visible changes in the skin such as wrinkling, drying 
and freckling due to overexposure to sun. 


SOLBAR" provides the highest 


threshold of sun protection 
available today. 


Pr ren. 


SUN PROTECTIVE 


BENZOPHENONES 
Oxybenzone ..... 3% 
Dioxybenzone ...3% 


CAUTION: If irritation or sensitization 
occurs, discontinue use and consult a 
physician. Avoid contact with eyes. 





AN ELEGANT WAY TO STOP THE 
ITCH AND INFLAMMATION OF PSORIASIS 


Stop psoriasis itch and inflammation with TOPSYN Gel. 
TOPSYN combines the effectiveness of fluocinonide with 
a totally transparent, M 
preservative - free TOPSY GEL 
base of exceptional QOS” 


cosmetic elegance. (FLUOCINONIDE) 


ACLEAR DIFFERENCE IN TOPICAL THERAPY 


SYNTEX LABORATORIES. IN¢ 








Among its other functions, vitamin A 
is important in maintenance of epi- 
thelial structures"? and deficiency of 
this vitamin may cause certain skin 
conditions that begin with dryness, 
roughness, and itching of the skin of 
the whole body. Lesions may begin 
on the thighs and upper forearms 
and spread! “Histologic examination 
shows hyperplasia and hyperkera- 
tinization of the related epithelium 
around the hair follicles, together with 
metaplastic changes of the sweat 
ducts and degeneration of the glands, 
accounting for the dryness of the 
skin’? As might be expected, such 
skin lesions associated with vitamin 
A deficiency will respond to therapy 
with this vitamin? ? 


"When given 50,000 units of absorb- 
able vitamin A per day, the patient's 
skin becomes soft and moist in 2 
weeks...exfoliation of the papules and 
extrusion of the hyperkeratotic plugs 
occurs occasionally in a month, and 
a cure is complete in 2 or 3 months:" 


an 
under- 


lying 
cause 





Long-term administration of massive 
doses, however, must be warned 
against since this is potentially toxic? 


When hyperkeratotic skin conditions, 
eczemas, and excessively dry skin 
are due to vitamin A deficiency, 
AQUASOL A provides vitamin A, wa- 
ter solubilized by a special process* 
to afford better absorption and utiliza- 
tion than oily vitamin preparations. 
AQUASOL A is especially valuable 
in patients in whom the absorption or 
utilization of fats and fat-soluble vita- 
mins may be impaired. 


1. Goodhart, R.S., in Modern Nutrition in Health and 
Disease (Wohl, M.G. and Goodhart, R.S., eds.), ed. 4, 
Philadelphia, Lea & Febiger, 1968, pp. 222-223. 


2. Council on Foods and Nutrition: Roels, O. A.: JAMA 
214:1097, 1970 


3. Krehl, W. A., in Modern Nutrition in Health and Dis- 
ease (Wohl, M. G. and Goodhart, R. S., eds.), ed. 4, 
Philadelphia, Lea & Febiger, 1968, p. 964. 


*Oil-soluble vitamin A water solubilized with sorethytan 
oleate: covered by U.S. Patent No. 2,417,299. 


Aquasol A 


(water-miscible vitamin A) 





PHARMACEUTICALS 


USV PHARMACEUTICAL CORP 
Tuckahoe, N.Y. 10707 
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BRIEF SUMMARY 
(For full prescribing information, 
see package circular. ) 


Indications: Griseofulvin is indicated 
for the treatment of fingworm infec- 
tions of the skin, hair, and nails, namely: 
Tinea corporis, Tinga pedis, Tinea 
cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (onychomycosis) when caused by 
one or more of the following genera of fungi: 
Trichophyton rubrum, E. tonsurans, T. men. 
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T. megnini, T. gallinae, T. crateriform, T. sul. 
phureum, . T. schoenle@ini, Microsporum 
audouini, M. canis, M. gypseum, Epidermo- 
phyton floccosum! 

NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. 

The use of this drug is not justified in minor or 
trivial infections which will respond to topical 
agents alone. 

Griseofulvin is not effective in the following: 
Bacterial inféctions, candidiasis (moniliasis), 
histoplasmosis, actinomycosis, sporotricho- 
Sis, chromoblastomycosis, cGoccidioidomyco- 
sis, North American blastomycosis, 
cryptococcosis (torulosis), Tinea versicolor, 
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Contraindications: Thisdrugis contraindicated 
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ure, and in individualswith a history of hyper- 
Sensitivity to griseofulvin. 

Warnings: Prophylactic Usage—Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections has not been established. 
Animal Toxicology —Chranic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 
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effect. Lower oral dosage levels have 
not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseo- 
fulvin, once a week, during the first 
three weeks of life has also been re- 
ported to induce hepatomata in mice. 
Although studies in ‘other animal species 
have not yielded evidence of tumoro- 
genicity, these studies were not of adequate 
design to form a basis for conclusions in this 
regard. 

In subacute toxicity studies, orally adminis- 
tered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been Seen 
in other species. Disturbances in porphyrin 
metabolism have been repofted ingriseofulvin- 
treated laboratory animals Griseofulvin has 
been reported to have a calchicine-like effect 
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cholanthrene in cutaneous tumor induction in 
laboratory animals. 

Usage in Pregnancy — The safety of this drug 
during pregnancy has not been established. 
Animal Reproduction Studies—it has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on 
oraladministration to pregnant rats. Pups with 
abnormalities have been reported in the litters 
of a few bitches treated with griseofulvin. Ad- 
ditional animal reproduction studies are in 
progress. 

Suppression of spermatogenesis has been re- 
ported to occur in rats, but investigation in 
man failed to confirm this. 

Precautions: Patients on prolonged therapy 3 
with any potent medication should be under 

close observation. Periodic monitoring of 
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in stubborn tineas — os, for example, in onychomycosis — CRISACTIN 500 [griseofulvin 
(microsize) | penetrates into the fungi-harboring keratin where a topical fungistatic cannot reach. 
Gradually, as this griseofulvin-impregnated band is propelled outward, the infected tissues are 
replaced with normal keratin...a clinical cure being considered complete when the replaced keratin 
is entirely rid of viable fungi. GRISACTIN 500 is a potent fungistatic agent with systemic action... 
microsized crystals afford an increased surface area for maximal gastrointestinal absorption. 
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of fingernail with inset showing Trichophyton ( Purpureum) Rubrum. 
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Send manuscripts by first-class mail to the Chief Editor, John 
H. Epstein, MD, 450 Sutter St, Room 1306, San Francisco 94108. 
Manuscripts are received with the understanding that they are 
not under simultaneous consideration by another publication. Ac- 
* Cepted manuscripts become the permanent property of the Ar- 
CHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 

I All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

C] Designate one author as correspondent and provide his address 
and telephone number. He will be notified by mail of the intended 
publication date approximately one month in advance. Order re- 
prints at the time the typescript is returned after editorial pro- 
cessing. Specify address to which requests for reprints should be 
sent. The corresponding author will receive 200 free tearsheet 
copies of the article. 

O Submit an original typescript and two high quality copies of 
the entire manuscript, including short communications such as let- 
ters to the editor, book reviews, announcements, etc. All copy (in- 
cluding references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8% x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

O Titles should be short, specific, and clear. They should not ex- 
ceed 75 characters, including punctuation and spaces. A subtitle is 
often useful to shorten the main title. Provide a brief “running 
title” on each manuscript page. The title page should include the 
full names and academic affiliations of all authors, the address to 
which requests for reprints should be sent, and, if the manuscript 
was presented at a meeting, the name of the organization, place, 
and date on which it was read. 

O The style of writing should conform to acceptable English us- 
age and syntax. Slang, medical jargon, obscure abbreviations, and 
abbreviated phrasing are to be avoided. 

O Manuscripts reporting the results of experimental investiga- 
tions on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the proce- 
dure(s) had been fully explained. 

O Authors whose "first" language is not English should arrange 
for their manuscripts to be written in idiomatie English prior to 
submission. 

O Provide an abstract (135-word maximum) of the article. 
The abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

O List references in consecutive numerical order (not alphabet- 
ically). Once a reference is cited, all subsequent citations should be 
to the original number. All references must be cited in the text or 
tables. Unpublished data and personal communications should not 
be listed as references. References to journal articles should in- 
clude (1) author, (2) title, (3) journal name (as abbreviated in In- 
dex Medicus), (4) volume number, (5) inclusive page numbers, and 
(6) year, in that order. References to books should include (1) au- 
thor(s), (2) chapter title (if any), (3) editor (if any), (4) title of 
book, (5) city of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
included when appropriate. The author is responsible for the accu- 
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racy and completeness of the references and for their correct text 
citation. Please note this journal's punctuation and sequence style 
preference in previously published reference listings. 

O Refer to patients by number (or, in anecdotal reports, by fic- 
titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 

C] All measurements are to be in metric units. 

O Letters to the Editor. The Editor will be pleased to receive cor- 
respondence which pertains to material published in the Ar- 
CHIVES. If intended for publication, such letters should be clearly 
marked "For Publication." 

O Use only those illustrations that clarify and augment the text. 
Submit illustrations in duplicate, unmounted and untrimmed. Do 
not send original artwork. Send high-contrast glossy prints (not 
photocopies). Figure number, name of senior author, and arrow 
indicating "top" should be typed on a gummed label and affixed to 
the back of each illustration. All lettering must be legible after re- 
duction to column size. Artwork submitted for publication may be 
relettered to achieve uniformity of lettering style throughout the 
journal. Magnification and stain used should be provided when 
pertinent. Illustrations should preferably be in a proportion of 
12.5 X 18 em (5 x 7 inches). Legends should be typed double- 
spaced, beginning on a separate sheet of paper. Length should be 
limited to a maximum of 40 words. 

O An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template letter- 
ing or preset type is preferred to hand-lettered labels. If halftone 
artwork with labels is submitted, affix type and leaders to a clear 
acetate overlay registered to the base drawing. Labels and leaders 
should be applied directly to the drawing board surface if the art- 
work consists only of line ink technique. 

© A letter of consent must accompany all photographs of patients 
in which a possibility of identification exists. It is not sufficient to 
cover the eyes to mask identity. 

O Illustrations in full color are accepted for publication if the edi- 
tors believe that color will add significantly to the published man- 


. uscript. The ARCHIVES will pay part of the expense of reproduction 


and printing color illustrations, the remainder to be borne by the 
author or his sponsor. After deducting the ARCHIVES contribution, 
the author's share is $275.00 for up to six square finished illustra- 
tions that can be arranged on a one-page layout. Any additional il- 
lustrations or special effects will be billed to the author at cost. 
Positive color transparencies (35 mm preferred) must be sub- 
mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. All transparencies should be 
carefully packed and sent with the manuscript in a separate con- 
tainer or between two pieces of pressboard. Do not submit glass- 
mounted transparencies. 

O Each table should be typed double-spaced, including all head- 
ings, on a separate sheet of 22 x 28 cm (8% x 11 inch) paper. Do 
not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

O Tables should be arranged so that when printed they will not be 
wider than three columns of ARCHIVES body type. Generally three, 
six, or nine typewritten columns of data (including stub, or left 
column) will fit into three columns. All tables must be numbered 
consecutively, beginning with 1, and each must have a heading. 
Example: "Table 6.—Results of Blood Coagulation Studies." 
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She's 14 square feet of skin. 


Potentially fertile ground for corticosteroid- 
responsive dermatoses such as psoriasis and 


contact dermatitis. 





. Catering to the skin specialists needs: 


. Texas Pharmacal Company introduces 
betamethasone benzoate in cream form 

for symptomatic relief and adjunctive 

Management of corticosteroid-+esponsive 

dermatoses areas-all 14 square feet of them. 


okin is more than justa pretty cover-up. This organ has 
a very important, very special job. Protection. Flurobate 
Cream is adjunctive treatment for steroid-responsive der- 
matoses such as contact dermatitis and psoriasis that invade 
and disturb this protection. 

Flurobate Cream combines the fluorinated cortico- 
steroid, betamethasone benzoate, with a hydrophilic emollient 
base. Betamethasone benzoate is the same corticosteroid 
contained in Flurobate Gel 0.02596. It's one of the newest 
corticosteroids you can prescribe. 

Flurobate Cream with betamethasone benzoate is 
ideal therapy for adjunctive management of steroid- 
responsive dermatoses such as contact dermatitis and 
psoriasis. Flurobate Cream helps to lubricate skin while 
medicating. 


S Flurobate 
Cream 0.0259, 
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Flurobate 





- Cream 0.025% 


(BETAMETHASONE BENZOATE) 


Caution: 

Federal law prohibits dispensing without pre- 
eSCription. 
Description: 

Flurobate Cream contains the active corticoster- 
oid compound betamethasone benzoate. the 17- 
benzoate ester of betamethasone. having the chem- 
ical formula of 9a-fluoro- 
118, 17, 21-trihydroxy-168- 
methylpregna-1, 4-diene- 
3, 20-dione 17-benzoate. 

Each gram of 0.02596 
cream contains 0.25 mg of 
betamethasone benzoate. 
The water-washable emol- 
lient cream base contains 
ethoxylated stearyl alcohol, 
cetyl alcohol, petrolatum, 
mineral oil, isopropyl stearate, 
propylene glycol, sodium 
lauryl sulfate, polyethylene 
glycol, sodium acetate and 
acetic acid as buffers, and 
propyl- and methyl-paraben 
as preservatives. 

Actions: 

Flurobate Cream is effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 
Indications: 

Flurobate Cream is intended for topical use for 
symptomatic relief and adjunctive management of 
the inflammatory manifestations of corticosteroid- 
responsive dermatoses. 

Contraindications: 

Topical steroids are contraindicated in patients 
with viral diseases of the skin, such as varicella and 
vaccinia, and in those patients with a history of hyper- 





sensitivityto any ofthe components of this preparation. 
Precautions: 

If irritation develops, the cream should be discon- 
tinued and appropriate therapy instituted. In the pres- 
ence of an infection, the use of appropriate anti- 
fungal or antibacterial agents should be instituted. If 
a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. 

If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of increased 
systemic absorption of the corticosteroid and suitable 
precautions should be taken. 

Although topical steroids have not been report- 
ed to have an adverse effect on pregnancy, the safety 
of their use in pregnant 
women has not been abso- 
lutely established. There- 
fore, they should not be used 
extensively on pregnant pa- 
tients, in large amounts, 
or for prolonged periods of 
time. Flurobate Cream is 
not for ophthalmic use. 
Adverse Reactions: 

The following local ad- 
verse reactions have been 
reported with topical corti- 
costeroids: burning sensa- 
tions, itching, irritation, dry- 
ness, folliculitis, hypertricho- 
sis, acneform eruptions, and 
hypopigmentation. The fol- 
lowing may occur more fre- 
quently with occlusive dressings than without such 
therapy: maceration of the skin, secondary infection. 
skin atrophy, striae, and miliaria. 

Dosage and Administration: 

Apply to affected areas 3 or 4 times daily, as 
needed. 

How Supplied: 

Flurobate 0.02596 Cream is supplied in 15 gm tubes. 
Distributed by: 

Texas Pharmacal Co., San Antonio, Texas 78296 
U.S. Patent #3529060 


Betamethasone Benzoate is available in Flurobate Gel 0.025% 
to complement the corticosteroid therapy regimen. 


EPIGARD is composed of a reticulated 


polyurethane foam laminated toa — 
_ microporous polytetrafluoroethylene sheet. 


The foam consists of an open matrix, 
and application of the open i foam side 


ot EPIGARD to a wound produces thrombogenic 


adhesion to the plasma-wet surface. 


The polytetrafluoroethylene sheet is. a 


. microporous film designed to permit _ oie 
exchange of air but proripit tluig. or XN 


AU bacterial transmission. É 


EPIGARD 


Microporous Barrier 
Dressing helps you 
improve patient care in 
several problem areas 





EPIGARD is a new two- 
layered, nonmedicated synthetic 
dressing that serves essentially 


PD-JA-06830-1-MS (1-74) 


the same purposes as porcine 
skin and cadaver skin in the treat- 
ment of burn wounds and skin- 
surface ulcers. Yet it costs one 
fourth as much as the porcine skin 
and approximately one sixth as 
much as the hard-to-obtain 
cadaver skin used for burns! 
EPIGARD is a superior 
debriding dressing which removes 
necrotic tissue from second- and 
third-degree burns; from decubi- 


tus and similar skin-surface ulcers; 


and from surgical wounds— 


PARKE-DAVIS 





especially those where radiation 
follows, such as radical mastecto- 
mies. EPIGARD is also usedas a 
barrier to bacteria, heat loss, and 
fluid loss, covering debrided 
wounds adequately until definitive 
autografting can be accomplished. 
Ask your Parke-Davis Medical- 
Surgical representative about 
EPIGARD, or write us for a free 
sample and descriptive literature. 


Medical-Surgical Products Division 
PARKE, DAVIS & COMPANY 


Detroits Michigan 48232 





Kenalog Cream... 


" (Triamcinolone Acetonide Cream USP): 
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Rapid, reliable relief 
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(Iriamcinolone Acetonide Cream USP) 
Formulated with Vancrol (propyiene glycol vanishing-cream base) 


KENALOG® CREAM 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%) 


KENALOG® CREAM 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) 


DESCRIPTION Kenalog Cream 0.1% and Kenalog Cream 
0.025% , formulated especially for use on moist, weeping 
lesions, provide respectively 0.1% and 0.025% triamcinolone 
acetonide in an aqueous vanishing cream base. The cream 
base also contains propylene glycol, cetyl alcohol, glyceryl 
stearates, spermaceti, isopropyl palmitate, and polysorbate 60. 
ACTIONS Triamcinolone acetonide cream is effective because 
of its anti-inflammatory, antipruritic and vascoconstrictor 
actions. 

INDICATIONS Kenalog (Triamcinolone Acetonide Cream 
U.S.P.) 0.1% and 0.025% Cream is intended for topical use 
for the relief of inflammatory manifestations of acute and 
chronic corticosteroid responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in vaccinia, varicella, and in those patients with a history 
of hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS General—If local infection exists, suitable 
concomitant antimicrobial therapy should be administered. 

If a favorable response does not occur promptly, application 
of the corticosteroid should be discontinued until the infection 
is adequately controlled by appropriate measures. 

Although systemic side effects are rare with topical 
corticosteroid preparations, their possible occurrence must be 
kept in mind particularly when these preparations are used 
over large areas or for an extended period of time. 

If local irritation or sensitization develops, the preparation 
should be discontinued and appropriate therapy instituted. 

These preparations are not for ophthalmic use. 

Usage in pregnancy: The safety of topical steriod prepara- 
tions during pregnancy has not been absolutely established; 
therefore, they should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

Occlusive Dressing Technique—The use of occlusive 
dressing increases the percutaneous absorption of cortico- 
steroids; their extensive use increases the possibility of 
systemic effects. For patients with extensive lesions it may be 


. preferable to use a sequential approach, treating one portion 


of the body at a time. The patient should be kept under close 
observation if treated with the occlusive technique over large 
areas and over a considerable period of time. 
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CREAM 
Triamcinolone Acetomde DY” 


Cream 


Occasionally, a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 

Thermal homeostasis may be impaired if large areas of the 
body are covered. Use of the occlusive dressing should be 
discontinued if elevation of the body temperature occurs. 

Plastic films are often flammable and patients should be 
warned when using such materials. Extreme caution should 
be employed when films are used on children so that the 
possibility of suffocation is avoided. 

Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive and 
a substitute material may be necessary. 

If infection develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial therapy. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. The following 
may occur more frequently with occlusive dressings than 
without such therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, and miliaria. Contact 
sensitivity to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 

DOSAGE AND ADMINISTRATION Kenalog Cream 0.1% 
(Triamcinolone Acetonide Cream U.S.P. 0.1%): Apply to 
the affected area 2 or 3 times daily. Rub in. 

Kenalog Cream 0.025% (Triamcinolone Acetonide Cream 
U.S.P. 0.025%): Apply to the affected area 2 to 4 times daily. 
Rub in gently. 

Occlusive Dressing Technique—Gently rub a small amount 
of the cream into the lesion until it disappears. Reapply the 
preparation leaving a thin coating on the lesion and cover 
with a pliable non-porous film. If needed, additional moisture 
may be provided by covering the lesion with a dampened 
clean cotton cloth before the plastic film is applied or by 
briefly soaking the affected area in water. 

The frequency of changing dressings is best determined on 
an individual basis. Reapplication of the preparation is 
essential at each dressing change. 

HOW SUPPLIED The 0.1% Cream is available in tubes of 
5, 15, and 60 g. and in jars of 240 g. (8 oz.) and 5 Ib. 

The 0.02596 Cream is available in tubes of 15 and 60 g. 
and in jars of 240 g. (8 oz.) and 5 Ib. 


® ‘The Priceless Ingredient of every product 
is the honor and integrity of its maker.'TM 


(01973 E.R. Squibb & Sons, Inc. 324-009 791 
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Pernox 
...Ihe thing 
to squeeze 

for acne 


Available in Both Regular 
and Lemon Scent 





Proven Therapeutic Edge Over Acne 


§ Offers individualized therapy to meet the specific needs 
of each patient. 


8 Dries and desquamates skin with a high degree of safety 
and flexibility. 


8 Combines polyethylene granules with sulfur and salicylic acid 
in a surfactant base. 


§ Predictable and controllable irritation for efficacy ... 


without undue patient trauma. 
£ 


§ Indicated in the treatment of acne vulgaris in grades I, II, $ 
and selected cases of grade III. S 


§ Noticeably rapid improvement. 


8 Outstanding patient acceptance and cooperation ... leaves the 
skin with a smooth clean feeling after the first Pernox wash. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 





Contents: Microfine granules of 
polyethylene in SEBULYTIC® brand 
of soapless cleansers and wetting 


agents. Also 2% sulfur, 1.5% salicylic 


acid. See PDR. In 2 oz. and 4 oz. tubes, 


Pernox 


gentle, medicated abradant 
lathering scrub cleanser 
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High Potency 


HP OINTMENT 
0.5% 





Ara 





HP CREAM 
High Potency 


0.5% 






ofp 


range 





otencies | 
of problems... : 
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Aristocort 
Triamcinolone Acetonide 
Match the potency to the need... © 


in the ointments. 
O Economical. 


~ Free of common sensitizers—no 
parabens or phenol preservatives 
in the creams; no lanolin 


Aristocort’ 
oan 


Cream 0.1% 





© Fluorinated for topical "re? 


effectiveness. 


1 CREAM 
Regular Potency 
1.1% 


Indications: For relief of inflammatory 
manifestations of corticosteroid- 
responsive dermatoses. 
Contraindications: Viral skin diseases, 
such as varicella and vaccinia; hyper- 
sensitivity to any component (not for 
ophthalmic use); when circulation is 
markedly impaired. 

Warnings: Safety of use in pregnancy 
has not been absolutely established. Do 
not use extensively, in large amounts, 
or for prolonged periods of time in 
pregnant patients. 





Precautions: If irritation develops, dis- 
R OINTMENT continue use and institute appropriate 
Regular Potency therapy. In infections, use appropriate 
0.196 antifungal or antibacterial agents; if a 


favorable response does not occur 
promptly, discontinue the corticosteroid 
until the infection is adequately con- 
trolled. If extensive areas are treated or 
the occlusive technique is used, in- 
creased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions. 

Adverse Reactions: (local) Burning 
sensations, itching, irritation, dryness, 


LP CREAM 
Low Potency 
0.025% 


folliculitis, secondary infection, skin 
atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. 
Supplied: Cream 0.5% —Per Gm.: 
triamcinolone acetonide 5 mg., sorbic 
acid 0.1% and potassium sorbate 0.1% 
as preservatives; Cream 0.195 —Per 
Gm.: triamcinolone acetonide 1 mg., 
sorbic acid 0.1% and potassium sor- 
bate 0.1% as preservatives: Cream 
0.025% —Per Gm.: triamcinolone ace- 
tonide 0.25 mg., sorbic acid O.1 96 

and potassium sorbate 0.1% as pre- 
servatives; all potencies are in a water 
base of mono and diglycerides, squa- 
lane, polysorbate 80 USP, polysorbate 
60, spermaceti USP, stearyl alcohol 
USP, and sorbitol solution USP. Oint- 
ment 0.5% —Per Gm.: triamcinolone 
acetonide 5 mg.; inactive ingredient: 
white petrolatum; Ointment 0.1% —Per 
Gm.: triamcinolone acetonide 1 mg.; 
inactive ingredient: white petrolatum. 


ERD icocni c LABORATORIES 


A Division of American Cyanamid Co. 
Pearl River, New York 10965 
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THE. OST CO. PLETEAND / 
AUTHORITATIVE REFERENCE 
SOURCE FOR THOSE WHO 
PRESCRIBE DRUGS 








The AMA Drug Evaluations, Second Edition was chapters organized by therapeutic classification, 
prepared by the scientific staff of the AMA an appendix and 2 indexes. 

Department of Drugs and an advisory group of 
over 300 medical experts. It is the only drug 


AMA Drug Evaluations, Second Edition, is the 
reference prepared especially for the clinician. 


indispensable and objective reference source 


for all physicians who prescribe drugs. 
Each evaluation has been meticulously reviewed POS prescribe drug 


and represents the most authoritative information 

about drugs and their uses today. To get your copy just complete the form below. 
As an AMA member you receive a 25% 

This handsomely bound 1,076-page volume discount from regular publication price. And 

includes a 28-page introduction to drugs, 92 remember: your purchase is tax deductible. 


PUBLISHING SCIENCES GROUP, Inc. 
411 Massachusetts Avenue 
Acton, Mass. 01720 


Please send | | copy(ies) of AMA Drug Evaluations, Second Edition at the SPECIAL AMA MEM- 
BER'S PRICE OF $16.50* each, plus $0.50 for postage and handling, a saving of 25% from the regular 


publication price of $22.00. (Non-members please remit $22.50 inclusive.) *Massachusetts residents add 
3% sales tax. 


O Charge to: O Cash 

Please charge my credit card account as My check for$. |. | .. payable to 
instructed below. Publishing Sciences Group, Inc. is enclosed. 
O American Express [Bank Americad |. DO Carte Blanche 

O Diners Club L] Master Charge 

Amount. — .. . . | JCardNumber —— | |  ..  . . Expiration Date 
Signature 





Send my copy(ies) to: 


Name 





Institution 





Address 





City Vl ac c os uide cc. CE VEILLE cae 
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^x To control moisture and.. = 


| inhibit bacteria and fungt - — 
| at any age. "I 


- 


* From diaper rash to dermatophytosis, when it's important to keep j j 
the patient's skin dry, ZeaSORB® is indicated. ZeaSORB contains 
4595 microporous cellulose* which absorbs four times its weight in 
moisture without caking or crusting. And, ZeaSORB contains no a. A 
starch to support pathogenic molds or bacteria. Para-chloro-meta- 
xylenol 0.596 and aluminum dihydroxy allantoinate 0.296 in the 
formula provide antibacterial, antifungal and astringent activity. 


ZeaSORB is safe to use and is indicated where moisture control is 
essential as prophylaxis or adjunctive therapy. It is also recommended 
for use under orthopedic and maternity garments and to comfort 
and minimize chafing for the bed-ridden patient. 

Supplied in 2 oz. plastic dispenser. Stock No. 1504-5. 

Professional samples on request. 


*U.S. Pat. Nos. 2890151, 3278383 
JT suere 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., OAK HILL, NEW YORK 12460 
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FATTY ACID REDUCTION** 
Clinical evidence suggests a 
high degree of penetrability for 
PanOxyl Acne Gels, producing 
effective reduction of free fatty 
acid, deep in the follicular orifice, 
through the release of free oxygen 
which helps eradicate C. Acnes. The 
fatty acid reduction observed with Pan- 
Oxyl therapy far exceeds that observed 
for older formulations of benzoyl peroxide 
as well as many other topical agents. 


SUPERIOR PEELING AND DRYING Biological 
studies suggest exfoliation is attributed to de- 
fatting and drying of the stratum corneum result- 
ing from increased mitotic rate in response to 
stimulation and the effects of oxidants on the di- 
sulfide bonds of intercellular bridges.! 


*Independent safety study criteria and results on file at Stiefel 
Research Institute, 
**Clinical reports on file at Stiefel Research Institute. 


1. Vasarinsh, P., Arch. Derm. 98:183-187 (1968) 


STIEFEL 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., Oak Hill, New York 12460 





COMPOSITION: PanOxyl 5 Gel contains 5% benzoyl peroxide, 
5% polyoxyethylene lauryl ether and 40% ethyl alcohol in a 
gel base formulated with colloidal magnesium aluminum silicate, 
hydroxypropylmethylcellulose, citric acid, fragrance and purified 
water. PanOxyl 10 Gel contains 10% benzoyl peroxide, 696 poly- 
oxyethylene lauryl ether and 40% ethyl alcohol in a gel base 
formulated with colloidal magnesium aluminum silicate, hydroxy- 
propylmethylcellulose, citric acid, fragrance and purified water. 


ACTION AND USES: The topical use of PanOxyl 5 and PanOxyl 
10 provides therapeutic control of acne through drying and 
desquamative action, as well as providing antiseptic activity. 


INDICATIONS: Use as an aid in the treatment of acne. 


DOSAGE AND ADMINISTRATION: Apply 1 or more times daily 
to affected areas. Washing the face with soap and water prior 


The big new 4 oz. PanOxyl tube lets you offer your 
patient greater economy in using this effective 


topical medication. And, when you prescribe 
PanOxyl® 5 and PanOxyl& 10 Acne Gels 
you can be confident you're also offering 
your acne patient a topical medica- 
tion of demonstrated efficacy with 
a remarkable absence of sig- 
nificant side effects, in par- 
ticular, a lack of allergic 
reactions.* 


to application greatly enhances the efficacy of the medication. 


CONTRAINDICATIONS: Patients with a known sensitivity to 
benzoyl peroxide should not employ these medications. 


PRECAUTIONS: For external use only. Do not permit products 
to come in contact with the eyes or mucosal membranes. Very 
fair individuals should always be started on a single appli- 
cation at bedtime, allowing the medication to remain on the 
skin overnight. PanOxyl may bleach colored fabrics. 


PACKAGE INFORMATION: PanOxyl 5 and PanOxyl 10 are supplied 
in 1.5 oz. and 4 oz. plastic tubes. 


CAUTION: Federal Law prohibits dispensing without a prescrip- 
tion. PanOxyl 5: 1.5 oz. Tube, Stock No. 2372-5, 4 oz. Tube, 
Stock No. 2372-8; PanOxyl 10: 1.5 oz. Tube, Stock No. 2373.5, 
4 oz. Tube, Stock No. 2373-8. 
































This needs 
the Synalar 0.025" 


FIUOCINOIONE ACETONIDE 


strong start. 


Effective adjunctive therapy 
-all corticosteroid-responsive dermatoses. 


INDICATIONS: For relief of the inflammatory manifesta 
lions of corucosteroid-responsive dermatoses 

CONTRAINDICATIONS: Topical steroids are contraind 
cated in vaccinia and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity to any 
of the components of the preparation 

PRECAUTIONS: If irritation develops. the product should 
be discontinued and appropriate therapv instituted. [n the pres- 
ence of an infection the use of an appropriate intifungal or anti 
bacterial agent should be instituted. If a favorable response does 
not occur promptly. the corticosteroid should be discontinued 
until the infection has been adequately controlled. If extensive 
areas are treated or if the occlusive technique is used. the possi- 
bility exists of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken Although topical 
steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not 
absolutely been established. Therefore. they should not be used 
extensively On pregnant patients, in large amounts, or for pro- 
longed periods of ume. The product is not for ophthalmic use 

ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids: burn- 
ing, itching, irritation, dryness. folliculitis hypertrichosis, acne- 
form eruptions, hypopigmentation. The following may occur 
more trequently with occlusive dressings than without such ther- 
apy: maceration of the skin, secondary infection, skin atrophy 


striae, miliaria. See package insert for full prescribing information 


Available in 15 and 60 gram tubes 
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FIUOCINOIONE ACETONIDE 












Among its other functions, vitamin A 
is important in maintenance of epi- 
thelial structures"? and deficiency of 
this vitamin may cause certain skin 
conditions that begin with dryness, 
roughness, and itching of the skin of 
the whole body. Lesions may begin 
on the thighs and upper forearms 
and spread! “Histologic examination 
shows hyperplasia and hyperkera- 
tinization of the related epithelium 
around the hair follicles, together with 
metaplastic changes of the sweat 
ducts and degeneration of the glands, 
accounting for the dryness of the 
skin.* As might be expected, such 
skin lesions associated with vitamin 
A deficiency will respond to therapy 
with this vitamin? ? 


"When given 50,000 units of absorb- 
able vitamin A per day, the patient's 
skin becomes soft and moist in 2 
weeks...exfoliation of the papules and 
extrusion of the hyperkeratotic plugs 
occurs occasionally in a month, and 
a cure is complete in 2 or 3 months’ 


...an 
under- 


lying 
cause 





start as "dryskin" 


Long-term administration of massive 
doses, however, must be warned 
against since this is potentially toxic? 


When hyperkeratotic skin conditions, 
eczemas, and excessively dry skin 
are due to vitamin A deficiency, 
AQUASOL A provides vitamin A, wa- 
ter solubilized by a special process* 
to afford better absorption and utiliza- 
tion than oily vitamin preparations. 
AQUASOL A is especially valuable 
in patients in whom the absorption or 
utilization of fats and fat-soluble vita- 
mins may be impaired. 


1. Goodhart, R.S., in Modern Nutrition in Health and 
Disease (Wohl, M. G. and Goodhart, R.S., eds.), ed. 4, 
Philadelphia, Lea & Febiger, 1968. pp. 222-223. 


2. Council on Foods and Nutrition: Roels, O. A.: JAMA 
214:1097, 1970. 


3. Krehl, W. A., in Modern Nutrition in Health and Dis- 
ease (Wohl, M. G. and Goodhart, R. S., eds ), ed. 4, 
Philadelphia, Lea & Febiger. 1968, p. 964 


*Oil-soluble vitamin A water solubilized with sorethytan 
oleate; covered by U.S. Patent No. 2.417.299 


Aquasol'A 


(water-miscible vitamin A) 





PHARMACEUTICALS 


USV PHARMACEUTICAL CORP 
Tuckahoe, N. Y. 10707 


of some 
conditions that 


AQUASOL® A CAPSULES 
(water-miscible vitamin A) 

25,000 I. U. (7.5 mg.) 

50,000 I.U. (15 mg.) 


Indication: Vitamin A deficiency. Contrain- 
dications: Hypervitaminosis A, hypersen- 
sitivity. Warnings: Avoid overdosage. Safety 
of amounts exceeding 6,000 I.U. daily dur- 
ing pregnancy has not been established. In 
reproduction studies of several animal spe- 
cies, fetal abnormalities have -been dem- 
onstrated following overdosage. Precau- 
tions: Prolonged use of more than 25,000 
I.U. daily should be carefully supervised. 
Women on oral contraceptives have shown 
a significant increase in plasma vitamin A 
levels. Adverse Reactions: Usually associ- 
ated with overdosage (Hypervitaminosis A 
syndrome) — fatigue, malaise, lethargy, ab- 
dominal discomfort, anorexia, vomiting; 
slow growth, hard tender cortical thickening 
over radius and tibia, migratory arthralgia, 
premature closure of epiphysis; fissures of 
lips, drying and cracking of skin, alopecia, 
scaling, massive desquamation, increased 
pigmentation; hypomenorrhea, hepato- 
splenomegaly, jaundice, leukopenia, vita- 
min A plasma level in-excess of 1200 I.U / 


100 cc. See PDR for dosage and other - 


prescribing information. How Supplied: 
50,000 I.U./capsule, bottles of 100 and 
500; 25,000 |.U./capsule, bottles of 100. 
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t microbial specificity in a wide range of 
JE ; dermatologic infections due to susceptible 
~- " pathogens” 





MINOCYCLINE HC! 
CAPSULES 50 mg, 100 mg 


*When bacteriologic testing indicates appropriate 
susceptibility to MINOCIN Min ocycline HCl. 





Offers  . 
effective therapy 
. in skin and soft tissue 
-infections - 


MINOCIN Minocycline HCI provides highly effective tissue 
v» levels in skin and muscle. (See Tables | and Il.) 


Although tetracyclines are not the drug of choice in staphy- 
lococcal infections, MINOCIN can treat folliculitis, furun- 
culosis, pyoderma, carbunculosis, acne, impetigo, abscess, 
cellulitis, skin ulcers, and wound and incision infections 
caused by susceptible strains. MINOCIN can also effec- 
tively treat skin and soft tissue infections due to susceptible 
Group A beta-hemolytic streptococcus. 


NO 


photosensitivity 
reported to date 





TABLE II 
ORAL MINOCYCLINE SKIN PENETRATION 
AT 8 AND 21 DAYS: TISSUE LEVELS 
HIGHER THAN SERUM LEVELS IN MOST CASES 


LEVELS OF MCG/ML OR GM 





SPECIMEN (AVERAGES 4 SUBJECTS) 
Days 0 8 21 
SERUM 0 2.55 2.06 
TISSUE 
DERMIS 0 2.98 2.28 
EPIDERMIS 0 6.39 3.74 
SCRAPINGS 0 5.23 4.44 
SWEAT 0 0.39 0.28 
SEBUM (POOLED) 0 0.86 0.29 


TABLE III 


ORAL MINOCIN Minocycline HCI EFFECTIVENESS IN INITIAL CLINICAL TRIALS* 
Common skin and soft tissue infections _ 
in which a single pathogen (Staphylococcus aureus) Was isolated: 








Clinical 
Response 


Satisfactory 






















i Diagnosis Unsatisfactory 
Cellulitis 

Dermatitis Atopic 
Dermatitis Eczematous 
Dermatitis Repens 
Eczema Dyshidrotic 
Folliculitis 

Impetigo 

Impetigo Contagiosa 
Infection Incision** 
Infection Skin** 

Lichen Simplex Chronicus 
Lymphadenitis 
Paronychia Finger 
Pustules 

Pyoderma 

Sinus Tract Chest 

Sycosis Barbae 

Ulcer Leg 


1** 


Totals 25 24 1 


! *Whenbacteriologic testing indicates appropriate susceptibility to MINOCIN 
^" Minocycline HCI. 
**Unspecitied. 

e . letracyclines are not the drug of choice in the treatment of any type of 
staphylococcal infection. MINOCIN is indicated for treatment of Staphy- 
lococcus aureus skin and soft tissue infections only when bacteriologic 
tests indicate appropriate susceptibility to the drug. 


TABLE I 


n. [ wem [wem 
TISSUE SPECIMENS TION  mcg/gm 


Data in humans were derived from the pharmacologic trial in — 
patients scheduled for various types of surgery. They were given 

the MINOCIN loading dose of 200 mg initially followed by 100 mg 

at 12-hour intervals for four days. At the time of surgery, a blood 

sample was drawn and a two-gram specimen of excised tissue was 

reserved for analysis. 






Values shown are average minocycline levels in 4 healthy male 
subjects who received 200 mg initially, followed by 100 mg b i.d. 
for 21 days. Assays were performed on the 8th and 21st day of 
therapy. Note that levels were higher in dermis, epidermis and 
skin scrapings than in serum. 





MINOCYCLINE HO 
CAPSULES 


Adjunctive 
therapy in 
severe acne 


New MINOCIN Minocycline HCI 50 mg 
capsules facilitate adjustment of MINOCIN 
regimens according to individual patients. 
New standardized regimens of 100 mg or 200 
mg stat, 50 mg q.i.d. are alternative to usual 
regimen of 200 mg initially, 100 mg q. 12 h., 

if more frequent doses are preferred. Also 
available as 50 mg/5cc syrup. 


Before prescribing MINOCIN, please refer to the prescribing inforrhation for full description 
of adverse effects and precautions, a copy of which is on the last page of this advertisement. 
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_ie'meaning of microbial specificity with 


@ 
-~MINOCYCLINE HCI 


semisynthetic tetracycline 
| for office and hospital 





MINOCIN provides 
effective therapy with 
relatively few problems 


® Penetrates skin and muscle tissues. 


6 Well absorbed even with food, dairy 
products or colas. 


9 No photosensitivity to date. 


® Enamel hypoplasia/tooth staining can 
occur in children under eight. 


, € If renal impairment exists, lower than 
usual doses are indicated. (See WARNING 
in Package Insert.) 


6 Lightheadedness that may occur is tran- 
sient, disappearing during therapy or always 
after therapy is completed. 


6 Dosage form flexibility: supplied as 50 mg 
and 100 mg capsules, 50 mg/5 cc syrup, and 
100 mg/vial intravenous. 





Lederle Laboratories 
ederle A Divisionfof American Cyanamid Company 
Pearl River, N.Y. 10965 





,..Af more 
frequent doses 
- are preferred 





MINOCIN' Minocycline Hydrochloride 


Oral and Intravenous 


DESCRIPTION: MINOCIN minocycline hydrochlo- 
ride is a semi-synthetic derivative of tetracycline. 
7-dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride. 


Intravenous: Each vial, dried by cryodesiccation, 
containssterile Minocycline Hydrochloride equiva- 
lent to 100 mg. Minocycline. When reconstituted 
with 5 cc. of Sterile Water For Injection the pH 
ranges from 20t02 8 


ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein syn- 
thesis. Minocycline HCI is a tetracycline with anti- 
bacterial activity comparable to other tetracyclines 
with activity against a wide range of gram-negative 
and gram-positive organisms. 

Tube dilution testing: Microorganisms may be 
considered susceptible (likely to respond to mino- 
cycline therapy) if the minimum inhibitory concen- 
tration (M.I.C ) is not more than 4 O mcg /ml. Micro- 
organisms may be considered intermediate 
(harboring partial resistance) if the M.I.C. is 4.0 to 
12.5 mcg. /ml. and resistant (not likely to respond to 
minocycline therapy) if the M.I.C. is greater than 
12.5 mcg /ml 

Susceptibility plate testing: If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg 
tetracycline disc) gives a zone of 18 mm. or greater. 
the bacterial strain is considered to be susceptible 
to any tetracycline. Minocycline shows moderate 
in vitro activity against certain strains of 
staphylococci which have been found resistant to 
other tetracyclines. For such strains minocycline 
susceptibility powder may be used for additional 
susceptibility testing. 


INDICATIONS. MINOCIN minocycline HCI is indi- 
cated in infections caused by the following micro- 
organisms: 

Rickettsiae: (Rocky Mountain spotted fever, ty- 

phus fever and thetyphus group. Q fever. rickett- 

sialpox, tick fevers.) 

Mycoplasma pneumoniae (PPLO, Eaton agent). 

Agents of psittacosis and ornithosis. Agents of 

lymphogranuloma venereum and granuloma in- 

guinale. The spirochetal agent of relapsing fever 

(Borrelia recurrentis). The following gram-nega- 

tive micro-organisms: Hemophilus ducreyi 

(chancroid), Pasteurella pestis and Pasteurella 

tularensis. Bartonella bacilliformis, Bacteroides 

species, Vibrio comma and Vibrio fetus. Brucella 
species (in conjunction with streptomycin) 

Because many strains of the following groups of 
micro-organisms have been shown to be resistant 
to tetracyclines, culture and susceptibility testing 
are recommended 

MINOCIN minocycline HC! is indicated for treat- 
ment of infections caused by the following gram- 
negative micro-organisms, when bacteriologic test- 
ing indicates appropriate susceptibility to the drug: 

Escherichia coli, Enterobacter aerogenes (for- 

merly Aerobacter aerogenes), Shigella species, 

Mima species and Herellea species. Haemo- 

philus influenzae (respiratory infections), Kleb- 

siella species (respiratory and urinary infections). 

MINOCIN is indicated for treatment of infections 
caused by the following gram-positive micro-or- 
ganisms when bacteriologic testing indicates ap- 
propriate susceptibility to the drug: 
Streptococcus species: Up to 44 percent of strains 
of Streptococcus pyogenes and 74 percent of 
Streptococcus faecalis have been found to be re- 
sistant to tetracycline drugs. Therefore. tetracy- 
clines shou!d not be used for streptococcal disease 
unless the organism has been demonstrated to be. 
sensitive. , 

For upper-respiratory infections due to group A 
beta-hemolytic streptococci, penicillin is the usual 
rug of choice, including prophylaxis of rheumatic 

ever. 
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MINOCIN I V. 
100 mg/Vial " 









MINOCIN Capsules 
100 mg 











MINOCIN Capsules 
50 mg 





= MINOCIN Syrup 
. 50 mg/5 cc 





Diplococcus pneumoniae, 
Stap hy'ococona aureus, skin and soft tissue infec- 
tions Tetracyclines are not the drug of choice in the 
treatment of any type of staphylococcal infection. 
When penicillin is contraindicated. tetracyclines 
Bre alternative drugs in the treatment of infections 
ue to: 
Neisseria gonorrhoeae. Treponema pallidum and 
Treponema pertenue (syphilis and yaws). Listeria 
monocytogenes, Clostridium species, Bacillus 
anthracis, Fusobacterium fusiforme (Vincents 
infection), Actinomyces species. 
In acute intestinal amebiasis, the tetracyclines 
may be a useful adjunct to amebicides. _ 
MINOCIN is indicated in the treatment of tracho- 
ma, although the infectious agent is not always 


. eliminated. as judged by immunofluorescence. In- 


L - » e. 


"Aa 


clusionconjunctivitis may be treated with oral tetra- 
cyclines or with a combination of oral and topical 
agents. 


Oral only: In severe acne, the tetracyclines may 
be useful adjunctive therapy Minocycline is indi- 
cated in the treatment of asymptomatic carriers of 
N. meningitidis to eliminate meningococci from the 


|J. nasopharynx. 


-In order to preserve the usefulness of MINOCIN 


 minocycline HCI in the treatment of asymptomatic 


meningococcal carriers, diagnostic laboratory pro- 
cedures. including serotyping and susceptibility 
testing. should be performedto establish the carrier 
state and the correct treatment. It is recommended 
thatthe drug be reserved for situations in which the 
risk of meningococcal meningitis is high. 

Minocycline is not indicated for the treatment of 
meningococcal infection. 


CONTRAINDICATIONS. This drug is contraindi- 
cated in persons who have shown hypersensitivity 
to any of the tetracyclines. 


WARNINGS. In the presence of renal dysfunction, 
particularly in pregnancy. intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 


associated with deaths through liver failure. 


Whenthe need for intensive treatment outweighs 
its potential dangers (mostly during pregnancy or in 
individuals with known or suspected renal or liver 
impairment), itisadvisableto performrenalandliver 
function tests before and during therapy. Also tetra- 
cycline serum concentrations should be followed. 

If renal impairment exists, even usual oral or par- 
enteral doses may lead to excessive systemic accu- 
aie of the drug and possible liver toxicity. 
Under such conditions, lower than usual total doses 

are indicated, and if therapy is prolonged. serum 


-level determinations of the drug may be advisable. 


This hazard is of particular importance in the paren- 
teral administration of tetracyclines to pregnant or 
post-partum patients with pyelonephritis. When 
used under these circumstances. the blood level 
should not exceed 15 micrograms/ml. and liver 
function tests should be made at frequent intervals. 
Other potentially hepatotoxic drugs should not be 
prescribed concomitantly. 

The use of tetracyclines during tooth develop- 
ment (last half of pregnancy. infancy. and childhood 
to the age of 8 years) may cause permanent dis- 
coloration of theteeth (yellow-gray-brown). This ad- 
verse reaction is more common during long-term 
use of the drugs but has been observed following 
repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore, 
should not be used in this age group unless other 
drugs are not likely to be effective or are contra- 
indicated. 

Photosensitivity manifested by an exaggerated 

*sunburn reaction has been observed in some indi- 
viduals taking tetracyclines. Patients apt to be ex- 
posed to direct sunlight or ultraviolet light should 
be advised that this reaction can occur with tetra- 
cycline drugs, and treatment should be discontin- 
ued at the first evidence of skin erythema. Studies 
todateindicatethat photosensitivity does not occur 
with MINOCIN minocycline HCI. 
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200 mg initially, 
100 mg q. 12 h. 


200 mg initially, 
100 ma q. 12h 


100 mg or 200 mg 
tany s 50 mg 









2 teaspoonfuls 
(100 mg) initially, 
1 teaspoonful 

(50 mg) q.i.d. 

































The antianabolic action of the tetracyclines may 
cause an increase in BUN. While this is not a prob- 
lem in those with normal renal function, in patients 
with significantly impaired function, higher serum 
levels of tetracycline may lead to azotemia, hyper- 
phosphatemia, and acidosis 

CNS side effects including lightheadedness. diz- 
ziness or vertigo have been reported. Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machin- 
ery while on minocycline therapy. These symptoms 
may disappear during therapy and always dis- 
appear rapidly when the drug is discontinued. 


Usage in Pregnancy. (See above Warnings about 
use during tooth development.) 

Results of animal studies indicate that tetracy- 
clines cross the placenta. are found in fetal tissues 
and can have toxic effects on the developing fetus 
(often related to retardation of skeletal develop- 
ment). Evidence of embryotoxicity has also been 
noted in animals treated early in pregnancy 


Usage in newborns, infants, and children. (See 
above Warnings about use during tooth develop- 
ment.) 

Alltetracyclines form a stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growth rate has been observed in prematures given 
oral tetracycline in doses of 25 mg /kg. every 6 
hours. This reaction was shown to be reversible 
when the drug was discontinued. 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class. 


PRECAUTIONS. As with other antibiotics prepara- 
tions, use of this drug may result in overgrowth of 
nonsusceptible organisms. including fungi. If super- 
infection occurs. the antibiotic should be discon- 
tinuedandappropriatetherapyshould be instituted. 

In venereal diseases when coexistent syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months 

Because tetracyclines have been shown to de- 
press plasma prothrombin activity. patients who are 
on anticoagulant therapy may require downward 
adjustment of their anticoagulant dosage. 

In long-term therapy. periodic laboratory evalua- 
tion of organ systems, including hematopoietic. 
renal and hepatic studies should be performed. 

All infections due to Group A beta-hemolytic 
streptococci should be treated for at least 10 days. 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisable to 
ne giving tetracycline in conjunction with peni- 
cillin. 


ADVERSE REACTIONS. Gastrointestinal. Ano- 
rexia, nausea, vomiting. diarrhea, glossitis, dys- 
phagia. enterocolitis, and inflammatory lesions 
(with monilial overgrowth) in the anogenital region. 
These reactions have been caused by both the 
oral and parenteral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. 
Exfoliative dermatitis has been reported but is un- 
common. Photosensitivity is discussed above. (See 
“Warnings. ) Renal toxicity: Rise in BUN has been 
reported and is apparently dose related. (See 
‘Warnings. ) Hypersensitivity reactions: Urticaria, 
angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis and exacerbation of systemic 
lupus erythematosus. Bulging fontanels have been 
reported in young infants following full therapeutic 
dosage This sign disappeared rapidly when the 
drug was discontinued. Blood: Hemolytic anemia, 
thrombocytopenia. neutropenia and eosinophilia 
have been reported. CNS. (See Warnings. ) When 
given over prolonged periods. tetracyclines have 
been reportedto produce brown-black microscopic 
discoloration of thyroid glands No abnormalities 
of thyroid function studies are known to occur. 


DOSAGE ANDADMINISTRATION: ORAL. Therapy 
should be continued for at least 24-48 hours after 


n 00 






4 mg/kg initially. 
2 mg/kg q. 12h. 


4 mg/kg initially, 
2 mg/kg q. 12 h. 


4 mg/kg initially. 
2 mg/kg q. 12 h. 


4 mg/kg initially. 
2 mg/kg q. 12 h. 








1 Vial 100 mq : 
Box of 100 Vials 









Bottles of 50s and 1005; 
Unit dose 10 x 10s. 













Bottles of 100s 












2-fluidounce Bottles 





symptoms and fever have subsided 

Concomitant therapy. Antacids containing 
aluminum. calcium. or magnesium impair absorp- 
tron and should not be given to patients taking oral 
tetracycline 

Studies todate have indicated that the absorption 


of MINOCIN is not notably influenced by foods and : 


dairy products 

In patients with renal impairment: (See 'Warn- 
ings.) Total dosage should be decreased by reduc- 
tion of recommended individual doses and/or by 
extending time intervals between doses 

In the treatment of streptococcal infections. a 
therapeutic dose of tetracycline should be adminis- 
tered for at least 10 days. 

ADULTS The usual dosage of MINOCIN minocy- 
cline HCI is 200 ma. initially followed by 100 mg 
every 12hours Alternatively. if more frequent doses 
are preferred. two or four 50 mg. capsules may be 
given initially followed by one 50 mg. capsule four 
times daily 

CHILDREN: The usual dosage of MINOCIN mino- 
cycline HCI is 4 mg./Kq initially followed by 2 mg / 
Kg every 12 hours 

Fortreatment of syphilis the usual dosage of 
MINOCIN should be administered over a period of 
10-15 days Close followup. including laboratory 
tests. is recommended 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN. administered as 200 mg 
initially followed by 100 mg. every twelve hours for 
a minimum of 4 days. with post-therapy cultures 
within 2-3 days 

In the treatment of meningococcal carrier state 
recommended dose is 100 mg every 12 hours for 
five days 


DOSAGE AND ADMINISTRATION: INTRAVE- 
NOUS. Note: Rapid administration is to be avoided 
Parenteral therapy ts indicated only when oral 
therapy is not adequate or tolerated. Oral therap 
should be instituted as soon as possible. If intravé- 
nous therapy is given over prolonged periods*of 
time. thrombophlebitis may result 

ADULTS: Usual adult dose: 200 mg. followed by 
100 mg. every 12 hours and should not exceed 
400 mg. in 24 hours The drug should be initially dis- 


solvedandthen further diluted to 500-1,000 cc with - 


either Sodium Chloride Injection USP. Dextrose 
Injection USP, Dextrose and Sodium Chloride In- 
jection USP. Ringers Injection USP. or Lactated 
Ringers Injection USP but not in other solution 
containing calcium (a precipitate may form). 


The reconstituted solutions are stable at room © 


temperature for 24 hours without significant loss of 
potency. Any unused portions must be discarded 
after that period The final dilution for administration 
should be administered immediately 

CHILDREN: Usual pediatric dose: 4 mg /kg. fol- 
lowed by 2 mg /kg. every 12 hours. 


In patients with renal impairment: (See Warn- | 


ings. ) 
Total dosage should be decreased by reduction of 


recommended individual doses and/or by extend- © 


ing time intervals between doses. 


HOW SUPPLIED. Capsules — Minocycline Hydro- 


chloride equivalent to 100 mg. Minocycline Hard- - 
shell purple and orange Bottles of 50 and 100. Unit — 


Dose 10 x 10's. Product No. 5301. 
Minocycline Hydrochloride equivalent to 50 mg. 


Minocycline. Hardshell orange. Bottles of 100 and 
Unit Dose 10 x 105. Product No. 5300 


Syrup—Minocycline Hydrochloride equivalent 
to 50 mg. Minocycline per teaspoonful (5 cc ) Pre- 
served with propylparaben O 10% and butylparaben 
O 06% with Alcohol USP 5% v/v Custard-flavored in 
bottles of 2 fl. oz. Product No. 5313 


Intravenous —100 mg. vials of sterile cryodesic- ‘A 


cated powder. Product No 5305 (Combined 5/73) 


MILITARY FSN 6§05-149-0574 100 mg I.V. 


MILITARY FSN 6505-003-5112 
VA FSN 6505-003-5112A } 100 mg capsules (505) - 
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GEL 


Contents: 6% salicylic acid in a gel containing 
propylene glycol (60%) and ethyl alcohol (19.4%). 


for the management 
of hyperkeratotic skin 
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Keralyt 


ACTION AND USES: 
For Dermatological Use: Keralyt is a topical aid in the removal of excessive keratin 


in hyperkeratotic skin disorders, including the various ichthyoses (vulgaris, sex-linked 
and lamellar), keratosis palmaris and plantaris, keratosis pilaris, pityriasis rubra 
pilaris, psoriasis (including body, scalp, and palms and soles). Keralyt has been re- 
ported as helpful as adjunctive therapy for fungal infections. 


NDC 0072-6500-01 
CONTENTS: 6% salicylic acid in a gel containing propylene 
glycol (60%) and ethyl alcohol (19.4%). 


For Podiatric Use: Keralyt is a topical aid in the removal of excessive keratin in 
dorsal and plantar hyperkeratotic lesions. Keralyt has been reported as helpful as 
adjunctive therapy for verruca plantaris. 


DIRECTIONS FOR USE: The preferable method of use is to apply thoroughly to the 
affected area and place under occlusion at night. The skin should be hydrated for at 
least five minutes prior to application. The medication is washed off in the morning, 
and if excessive drying and/or irritation is observed, a bland cream or lotion may be 
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applied. Once clearing is apparent, the occasional use of Keralyt will usually maintain 
the remission. In those areas where occlusion is difficult or impossible, application 
may be made more frequently, and hydration by wet packs or baths prior to applica- 
tion apparently enhances the effect. Unless hands are being treated, rinse hands 
thoroughly following application. 


CONTRAINDICATIONS: Not to be used in patients known to be sensitive to any 
ingredient of Keralyt. 


PRECAUTIONS: In view of the salicylic acid content, use in children under 12 years 
of age should be limited to no more than one tube (1 oz.) in 24 hours. Avoid contact 
with eyes and mucous membranes. For external use only. Keep this and all medications 
out of reach of children. 

HOW SUPPLIED: Plastic tubes 1 oz. (28.4 gm.) 

CAUTION: Federal law prohibits dispensing without prescription. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 


Introducing Eclipse Sunscreen: 


ECLIPSE 
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The Hawaii Study: 


^'^, Solbar^, and Uval® 
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* Twenty-one subjects received one application of Eclipse, 

resun, Uval, Solbar, and the Eclipse base in one inch squares on 
each side of the back. One square on either side was left 
Untreated. Equal premeasured doses of each product were 
applied to the test sites 10 to 30 minutes prior to sun exposure. 
Two hours after beginning exposure, all subjects immersed 
themselves fully in a swimming pool for 15 minutes. Following 
swimming, their backs were exposed for a further two hours. All 
exposures were from 10 a.m. to 2:15 p.m. and the exposed areas 
were graded for ultraviolet erythema using a predetermined rating 
scale' The: results of this study found Eclipse to be clinically and 
statistically"superior to PreSun, Solbar, Uval and control sites at 


all time intervals. 


The results (averages and ranges) can be seen in Table |. 
The photos are actual photos of 3 of the test subjects taken 24 


ble-blind Comparison of Eclipse” to 


hours following the end of exposure. 


This study was conducted by Robert Kim, M.D., Straub 


Clinic and Hospital, Honolulu, Hawaii! 


1: G. S. Herbert report series #12 Available on 


request 
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TABLE i "The rating scale used for the study is as follows 
Total subjects participating = 21 O=No Erythema O 1— Mild Erythema 
Total test sites per product- 42 2 — Moderate Erythema O 3-2 Marked Erythema 
Total test sites — 252 4-— Marked Erythema with Edema 
ECLIPSE PRESUN 













SOLBAR UVAL UNTREATED 


0.320 
(0.00-0.80) 


0.400 
(0.00-0.90) 


0.305 
(0.00-0.65) 


Ranges appear in parenthesis 


E Ea 





x. 
. | 
m^. 
a wm L À | 
A a ^ s 
~ ^ a 
. = -. ‘The rating scale used for the study 1s as follows: 
A Double-blind Comparison of Eclipse to T€ me? 
S d Solb Total subjects participating=28 O=No Erythema LJ 1=Mild Erythema . 
Pre un an o ar Total test sites per product=28 2 - Moderate Erythema [5 3= Marked Erythema 
Total test sites- 140 4=Marked Erythema with Edema : 

A The objective of this study was to compare Eclipse to . \ 
PreSun, Solbar and controls to rate the effectiveness in providing ee 
protection from ultraviolet erythema. Twenty-eight volunteers were ECLIPSE PRESUN SOLBAR BASE UNTREATED — A 
used. Equal premeasured doses of the sun-screens were applied 
under double-blind conditions to three-inch squares demarcated ipe e 2.11 3.10 2.51 3.20 3.46 
with tape on the back. The subjects were then exposed susceeposuo (150300) SESS e020) ME LL 


immediately to four hours of midday Florida sun. Two hours after 
the start of the exposure, the subjects were immersed for ten 
minutes in the ocean, then exposed for an additional two hours of Average Taba i 
| yia 1.67 2.47 1.73 2.71 293 . 
n. All exposures were from 10 a.m. to 2:10 p.m. Evaluations of 100-250) (180-300) (010-300) | (150400) | (200-4008) 
the degree of ultraviolet erythema were made at 24 and 72 hours uH 
tollowing the end of exposure and ratings assigned to each 
exposed area”. At 24 hours Eclipse was found to be clinically and Ranges appear in parenthesis 
statistically more effective than PreSun, Solbar and control sites. 
The results (averages and ranges) of this study can be seen 
in Table ll. 
This study was conducted by James Fulton, M.D., University 
of Miami Medical School, Miami, Florida? 


2: G. S. Herbert report ries #10 Available 







ECLIPSE SOLBAR 
| ÜRTREATED —. PASE 
ECLIPSE 
h 
PRESUN PRESUN UVAL 
UVAL 
Presun Solbar Uval Presun ECLIPSE Solbar Uval Base Untreated Base 
Í ECLIPSE Untreated Base Untreated Base ECLIPSE Presun Untreated ECLIPSE Presun 


* Eclipse Sunscreen...Provides Up To Six 
\Hours Protection — Double-blind Comparison 
of Eclipse to PreSun, Solbar and Uval 


` 
e ana 
remegdured doses of Eclipse, PreSun, Uval and Solbar, 10 to 15 
minut before exposure. This group was then exposed to 
. Sucht fOr 6 hours. During the 6 hour period, the group 
participated in two 15 minute swimming periods. All exposures 
made between 9:30 a.m. and 3:30 p.m. Evaluations of the 
€ ultraviolet erythema were made at 0, 24 and 48 hours 
following the end of exposure and ratings were assigned to each 
testeite* Analysis of the results of this study indicate that Eclipse 
pis clinically superior to the other formulas tested following 6 hours 
of continuous sun exposure. 
. Results (averages and ranges) can be seen in Table III. 
< This study was conducted by Robert Kim, M.D., Straub Clinic and 
Hospital, Honolulu, Hawaii? 


; a small controlled study, subjects received equal 







Comparison of Eclipse to Uval and PreSun 
at 6 MED's After Immersion 


Tbe OBrect of this study was to rate the effectiveness of 
Eclipse:to PreSun and Uval in preventing sunburn after the 
protected skin was immersed in water. Two hours after application 
of the test agents to the subjects’ forearms, the arms were 
immersed in an agitated water bath for ten minutes and then 
subjected tc 6 MED's of artificial light produced by a 1600 watt 
Xenon lamp The Eclipse formula provided much better protection 
than either PreSun or Uval4 The results are substantiated by the 
photograph at right, taken 24 hours later 

This study was conducted by A. M. Kligman, M.D., Ph.D., 
Duhring Laboratories, University of Pennsylvania Medical School, 
Philadelphia, Pennsylvania. 


Comparative Absorption Curves for Eclipse, 
PreSun, Solbar, and Uval Demonstrate 

that Eclipse Provides the Most Absorption 
in the Critical Erythemal Range 


Equal weights of each product were diluted 1:10,000 in 
ethyl alcohol Resulting solutions were scanned against ethyl 
alcohol (reference sample) in a Cary 15 Spectrophotometer and 
quartz cuvettes of 10 mm. light path using standard procedures to 
obtain the ultraviolet spectrum of each product. This graph 
depicts the results. Eclipse clearly allows the least transmission 
of light in the critical erythemal range of 290 to 320 my. 

In summary, these findings and those of other studies 
confirm that Eclipse is more effective than PreSun, than Uval, than 
Solbar! 

3 aX Herbert report series #12 Available 
4 G. S. Herbert report series #14 Available on request 


on request 
CRITICAL 
ERYTHEMAL 
RANGE 


0.8 


0.7 


0.5 


ABSORBANCE 
e 


3 


320 330 340 350 360 370 


250 270 280 290 300 310 
WAVELENGTH (mu) 


More reasons to recommend Eclipse: 
m A moisturizing base to prevent drying and chapping. Eclipse 
uses the Aquacare’ dry skin lotion base. 
m Longer lasting protection. 
m Permits a slow, even, long-lasting tan because it protects 
in the burning range but atlows passage of certain tanning rays. 
sm Non-comedogenic. 


"e G. S. Herbert Laboratories 
dermatology division of 


Alleraan Pharmaceuticals 


TABLE Ill » 


"The rating scale used for the study is as follows 














0- No Erythema O 12 Mild Erythema 


2 - Moderate Erythema O 32 Marked Erythema ° 
4=Marked Erythema with Edema 
ECLIPSE PRESUN SOLBAR UVAL 


Average ratings 


immediately 
atter exposure 


(0.80-1.80) 


Average ratings 1 


.00 
(0.50-1.80) 


Average ratings 
24 hours 
alter exposure 


in 
46 nours 


after exposure 





Ranges appear in parenthe 
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Synalar - 


(FLUOCINOLONE ACE TONDE) E 
0.01 Solution 










Reflection 
of an Image 





AMA Specialty Journals reflect an image—of 
authority, reliability, integrity, specialization, 
High editorial standards assure accuracy—time- 
liness — relevancy in the manuscripts, clinical ye 
reports and material published every month. AMERICAN MEDICAL ASSOCIATION 
Read your AMA Specialty Journal—an important 535 North Dearborn Street 

part of your continuing medical education. | Chicago, Illinois 60610 


811 





UN 
aes 


x 


^ 


Pak. 
aa ot 


wn 
tC? 





ge 

XL R 
JT 

774 


(FLUOONOLONE ACETONDE) => 
0.01 Cream 


One «yarn gma Sag fluocinolone acetonide in cream base for economy. ^ * 
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ANNOUNCEMENT OF 


DERMATOLOGIC CRYOSURGICAL SEMINAR 
October 5 and 6, 1974 
Sponsored by 


THERUDOLPH ELLENDER MEDICAL FOUNDATION, INC. 
A.M.A.— Approved as continuing medical 
educational program 
PLACE: Fairmont-Roosevelt Hotel, New Orleans, Louisiana 

TUITION: $95.00 


FACULTY: 

Farrington Daniels, Jr., M.D. Professor of Medicine 
Head, Dermatology Division, Cornell University Medical College 

Andrew Gage, M.D., Chief, Surgical Service and Chief of Staff, 
Veterans Administration Hospital, Buffalo, New York 

Gloria F. Graham, M.D., Assistant Clinical Professor of 
Dermatology, University of North Carolina 

Ronald R. Lubritz, M.D. Clinical Assistant Professor of 
Medicine (Dermatology), Tulane University School of Medicine 

Douglas Torre, M.D., Clinical Professor of Medicine (Dermatology) 
Cornell University Medical College 

Setrag Zacarian, M.D., Assistant Clinical Professor of Dermatology 
Boston University School of Medicine 


TOPICS: 
Cryobiological Basis for Cryosurgery 
Research in Cryosurgery Instruments 
General Principles of Therapy 
Specific Clinical Applications of Cryosurgery 
in Benign and Malignant Lesions 
Demonstrations in the use of available cryosurgery units 
Patient therapeutic presentations 


Program endorsed by: The National Program for Dermatology, 
The American Society for Dermatologic Surgery, 
The Louisiana Dermatological Society 


For further information contact: 
. V. Ravagni, Business Manager 
Roof, Delta Towers, Canal at Claiborne 
New Orleans, Louisiana 70112 Ph: 504-524-9729 


Effective de- 
struction of 


PERMA TWEEZ ELECTROLYSIS INSTRUMENT 


Clinical study (copy on request) proves safety and efficacy 
of laity self-use electrolysis. Study shows chin and even 
axilla can be self-treated effectively through use of mirror. 
This permanent hair remover features the only patented self- 
correcting needle in existence. Battery operated instrument 
sterilizes itself when current flows. No-puncture safety fea- 
ture also helps prevent infection. 


Thousands of units sold for such varied professional ap- 
plication as removal of inverted eyelashes to cosmetic use. 


PERMA TWEEZ & ATTACHMENT 


[] Check enclosed. 
[] Invoice after 30 days. 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL COMPANY, Department D-50 


5701 West Adams Boulevard, Los Angeles, California 90016 
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Benzoyl Peroxide Acne Therapy 


an alternate modality containing 596 or 1096 Benzoyl Peroxide 
aii 6% Polyoxyethylene Laury! Ether,40% Alcohol 
when you Prefer "Gel" Therapy for Certain Patients 
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year expiration date 
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(FLUOCINOLONE ACETONDE) - E 
0.025- Emollient Cream 


Synalar in an emollient cream base. 


Combines the emolliency of an ointment with the cosmetic acceptability 
of a cream. 
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Drop 


in one weekend How? By attending the AMA Speakers and 
Leadership Program. Over 8,000 MDs have. 


you can be a more Sessions include theory and drills on message 
effective speaker. preparation, delivery, fielding of questions, as 
well as individual coaching and instant TV 


That’s a promise. playback. Registration fee: $75.00. 


Programs are held at the Marriott Motor 


Hotel, O'Hare Airport in Chicago. 


Next programs are: 
Aug. 30-Sept. 1, 1974 
Nov. 15-17, 1974 


Contact: Mortimer Enright 
Director, AMA Speakers 
and Leadership Programs 
535 N. Dearborn St. 
Chicago, Ill. 60610 
(312) 751-6484 
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Ew With documented clinical 
te and mycological evidence that: 


MX ur 
^M High clinical efficacy against three 
important fungal pathogens 
Trichophyton rubrum, Trichophyton 
mentagrophytes, Epidermophyton floccosum 
BRAND e infections (132 patients) MicaTin produced 
: rmi con azo e 8276 excellent-to-good clinical response. ~ 
du 
is the rule. Relief of itching was noted in the 
first week of therapy in most patients. Signifi- 
i i ' majority of infections are clinically and 
Major new topical antifu ngal mycologically cleared in 4 weeks. 
therapy against three important 


| j 
lin ho GUC mg Over-all results in seven double-blind 
85 
had a good-to-excellent clinical and myco- 
Early relief of pruritus and other 
nitrate 
cant objective improvement of lesions is 
Low incidence of irritation, although it 
pathogens* 








: Cream studies: 77% of 188 patients with identified 
Micalin logical response to treatment.’ In T. rubrum 
symptoms. Prompt subjective improvement 

by prescription only commonly evident in 1 to 2 weeks, and the 

should not be used in patients with known 


hypersensitivity to any of its ingredients. 
There have been a few isolated reports of 
"burning" sensation, irritation and 

| maceration. 


Low relapse rate at one month 


Description: MicaTin contains miconazole nitratet 
296, formulated into a water-miscible cream base con- 
sisting of pegoxol 7 stearate, peglicol 5 oleate, min- 
eral oil, benzoic acid, and butylated hydroxyanisole. 


Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common 
dermatophytes, Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum. 
Indications: For topical application in the treatment 
of tinea pedis (athlete's foot), tinea cruris and tinea 
corporis caused by Trichophyton rubrum, Trichophy- 
ton mentagrophytes, and Epidermophyton floccosum. 
Contraindications: MicaTin brand miconazole nitrate 
cream has no known contraindications. 

Precautions: If a reaction suggesting sensitivity or 


after end of treatment. 


There were 121 patients who were avail- 
able for follow-up and who were clinically 
and mycologically clear at the end of treat- 
ment. Of these, 111 patients (9296) were still 
clinically and mycologically clear upon re- 
examination 4 weeks (median) later. 


1. Data on file, Dermatological Division, 
Johnson & Johnson. 


chemical irritation should occur, use of the medica- 
tion should be discontinued. 
For external use only. Avoid introduction of MicaTin 
into the eyes. 
Adverse Reactions: There have been isolated reports 
of irritation, burning, and maceration associated with 
application of MicaTin miconazole nitrate cream. 
Dosage and Administration: Sufficient MicaTin 
cream should be applied to cover affected areas 
twice daily, morning and evening. In intertriginous 
areas, the cream should be applied sparingly and 
smoothed in well to avoid maceration effects. 
Early relief of pruritus (first week) and early clinical 
improvement (one to two weeks) have been seen in 
treatment of infections caused by common derma- | 
tophytes. If a patient shows no clinical improvement 
after a month of treatment, the diagnosis should be 
redetermined. 
How Supplied: MicaTin cream containing micona- 
zole nitrate at 2% strength is supplied in a 1-oz. tube. | 
f Chemical name: 1-[2,4-dichloro-8-4 (2,4-dichloro- | Ex 
benzyl) oxy t phenethyl] imidazole mononitrate. | 


*Trichophyton rubrum, Trichophyton mentagrophytes 
and Epidermophyton floccosum in patients who pre- et 
sented with tinea pedis, tinea cruris and tinea corporis. 


From the Dermatological Division of 


New Brunswick, New Jersey 08903 


© Johnson & Johnson 1974 
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The soap-frée bar for tender, sensitive skin. 
Two cleansing actions: sudsing surfactant 
emulsifies dirt and sebum...colloidal 


oatmeal adsorbs debris 
and soothes troubled skin. 
Aveeno bar 


Contents: Aveeno® Colloidal Oatmeal, 50%; hypoallergenic lanolin 
derivative; in a sudsing soap-free base containing a 
mild surfactant. Available in 3.5 oz. and 5 oz. bars. 


Goper 


COOPER LABORATORIES, INC., WAYNE, NEW JERSEY 07470 301-8 
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" A gel vehicle is important 
in corticosteroid formulations. P 





E The effective gel release vehicle - 


. developed through intensive study. 
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An efficient release vehicle for 
Flurobate Gel (betamethasone ben- 
zoate) 0.025% was experimentally de- 
veloped by a series of in vitro dialysis 
experiments. The studies compared the 
% of betamethasone benzoate re- 
leased from Flurobate Gel in time 
compared to other vehicles including a 
vanishing cream base, aqueous gel 
base, and a surfactant solubilized 
steroid base. All of the bases contained 
0.025% betamethasone benzoate. 

It was found that maximum re- 
lease of betamethasone benzoate 
0.025% was best achieved from a gel 
containing 35% propylene glycol and 
15% alcohol. 


Complete data on file, Medical Department, 
Texas Pharmacal Company 


Vanishing Surfactant Solubilized 
Cream Base Steroid Base 


Aqueous 
Gal Base Een Flurobate Gel 
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Flurobate Gel 04025", . 


[BE TAME THASONE. BENZOATE} 








Flurobate Gel 0.025% is a transparent, self-liquefying gel base ideal for use on 
hairy areas. The gel vehicle enhances percutaneous absorption of the steroid. Flurobate is 
invisible on application, it is non-sticky, non-staining, quick drying and water washable. 
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‘Flu robate Gel 0.025%. 


ABETAMETHASONEBENZOWE] —. 


ue 
CAUTION: 
Federal law prohibits dispensing without a prescription. 
DESCRIPTION: 


Flurobate Gel 0.025% contains the active steroid com- 


*pound betamethasone benzoate, the 17-benzoate ester of be- 


tamethasone, having the chemical formula of 9a-fluoro-1 18, 
17, 21-trihydroxy-168-methylpregna-1, 4-diene-3, 20-dione 
17-benzoate. Its chemical structure is: 


TROR 





Flurobate Gel contains betamethasone benzoate in a spe- 
cially formulated gel base consisting of 13.8% (w/w) alcohol, 
carboxy-vinyl polymer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. The gel is self- 
liquefying, clear, greaseless and nonstaining. 
In this formulation the active ingredient is completely sol- 
ubilized and remains in the clear film without crystallization 
after evaporation of volatile substances. 


ACTIONS: 
Flurobate Gel is effective because of its antiinflammatory, 
antipruritic, and vasoconstrictive action. 
INDICATIONS: 
Flurobate Gel is intended for topical application for symp- 
tomatic relief and adjunctive management of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 








For external use only 
Hurobate* 
(betamethasone benzoate) 
Gel 0.025% 


Caution: Federal law prohibits 
dispensing without prescription 
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CONTRAINDICATIONS: 

Topical steroids are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topical steroids are con- 
traindicated in those patients with a history of hypersensitivity to 
any of the components of the preparation. 

This preparation is not for ophthalmic use. 

PRECAUTIONS: 

If irritation develops, the gel should be discontinued and 
appropriate therapy instituted. 

In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a favor- 
able response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately 
controlled. 

If extensive areas are treated, or if the occlusive technique 
is used, the possibility exists of increased systemic absorption of 
the corticosteroid and suitable precautions should be taken. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use in preg- 
nant females has not absolutely been established. Therefore, 
they should not be used extensively on pregnant patients, or in 
large amounts, or for prolonged periods of time. 

Due to the alcohol content of the vehicle, Flurobate Gel 
may cause mild, transient stinging without irritation if used on 
excoriated skin. 

ADVERSE REACTIONS: 

The following local adverse reactions have been reported 
with topical corticosteroids: burning sensations, itching, irrita- 
tion, dryness, folliculitis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions and hypopigmenta- 
tion. 

DOSAGE AND ADMINISTRATION: 
Apply to affected areas 2 to 4 times daily as needed. 
HOW SUPPLIED: 
Flurobate Gel is supplied in 15 gm and 60 gm tubes. 
DISTRIBUTED BY: 
Texas Pharmacal Co., San Antonio, Texas 78296 
U.S. Patent No. 3529060 
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TEXAS PHARMACAL COMPANY The company that cares for your patients’ skin. San Antonio, Texas 78296 
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Fostril can help them all. 


Fostril gently treats all types of 
acne regardless of the complex- 


ion, from the most delicate to the 
most rugged. Periodic application 
loosens comedones, dries excess 
oil, and gently peels the skin. It 
blends into the skin as it works. 
Almost everybody gets acne.... 
Almost everybody can use Fostril. 


Supplied: 1 oz. plastic tubes. 
See PDR 


Fostril drying lotion for your acne patients. 


Westwood Pharmaceuticals Inc., Buffalo, New York 14213 
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~ - New KOMEX, with 
patented SCRUBULES © 
— the abradant par- 
ticles that work, then 
completely dissolve 

' — helps eliminate the 

d m common problems 

requisito associated 

with present scrub 

cleansers. 

KOMEX is an effec- 
tive scrub for acne 
and oily skin. And 
KOMEX dissolves as it 
conditions the skin, so 
there's no tight, dry 


* The dissolving scrub for acne and oily skin. 


feeling sometimes 
associated with 
abradant cleansers. 

New KOMEX is fresh 
smelling and eco- 
nomical — a dissolving 
abradant scrub for 
acne and oily skin 
in an easy-to-use, 
nonbreakable tube. 

Try it yourself. See 
how cool and pleasant 
it is to use. Then 
recommend KOMEX 
with confidence. 


Barnes-Hind Laboratories 
Division of Barnes-Hind Pharmaceuticals. Inc 
895 Kifer Road, Sunnyvale, California 94086 
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i The steroid in LIDEX Ointment 
is always 10076 dissolved. 


INDICATIONS: LIDEX® (fluocinonide) Cream and Ointment 
are intended for the relief of inflammatory manifestations of 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated 
in vaccinia and varicella. 

Topical steroids are contraindicated in those patients with 
a history of hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: If irritation develops, the cream or ointment 
should be discontinued and appropriate therapy instituted. 
In the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If a 
favorable response does not occur promptly, the cortico- 
steroid cream or ointment should be discontinued until the 
infection has been adequately controlled. If extensive areas 


LIDEX" 


[fluocinonide] 


sorption and suitable precautions should be taken. 

Although topical steroids have not been reported to have ans 
adverse effect on pregnancy, the safety of their use in preg- 
nant females has not absolutely been established. Therefore, 
they should not be used extensively on pregnant patients, ine 
large amounts or for prolonged periods of time. 

LIDEX* (fluocinonide) Cream and Ointment are not for oph- 
thalmic use. 

ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burning. 
itching, irritation, dryness, secondary infection, folliculitis 
acneform eruptions, hypopigmentation, striae, skin atrophy 
HOW SUPPLIED: LIDEX 0.05% Cream — 15 g., 30 g. and 60 g. 
tubes. LIDEX 0.05% Ointment — 15 g., 30 g. and 60 g. tubes. 
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LIDEX ‘(fivocingaige) CREAM 0.05% 


FULL POTENCY THERAPY 
FOR WET STEROID-RESPONSIVE 
DERMATOSES 


‘The steroid in LIDEX Cream is 
always 100% dissolved. 


INDICATIONS: LIDEX® (fluocinonide) Cream and Ointment 
are intended for the relief of inflammatory manifestations of 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated 
in vaccinia and varicella. 

Topical steroids are contraindicated in those patients with 
a history of hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: If irritation develops, the cream or ointment 
should be discontinued and appropriate therapy instituted. 
In the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If a 
favorable response does not occur promptly, the cortico- 
steroid cream or ointment should be discontinued until the 
infection has been adequately controlled. If extensive areas 
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[fluocinonide] 


sorption and suitable precautions should be taken. 


Although topical steroids have not been reported to have an: 
adverse effect on pregnancy, the safety of their use in preg- 
nant females has not absolutely been established. Therefore, 


they should not be used extensively on pregnant patients, in 
large amounts or for prolonged periods of time. 

LIDEX® (fluocinonide) Cream and Ointment are not for oph- 
thalmic use. 

ADVERSE REACTIONS: The following local adverse reactions 
have been reported with topical corticosteroids: burning, 
itching, irritation, dryness, eecondary infection, folliculitis, 
acneform eruptions, hypopigmentation, striae, skin atrophy. 
HOW SUPPLIED: LIDEX 0.05% Cream — 15 g., 30 g. and 60 g. 
tubes. LIDEX 0.0596 Ointment — 15 g., 30 g. and 60 g. tubés. | 
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tlanifestatious 
nd Management 
Urticaria 


Manifestations of urticaria: 


whealing, pruritus, edema. 


"Itching is so consistent a manifestation in 
urticaria that it has come to be regarded 
as the result of whealing. That this is not the The pathogenic 


case is, however, shown in the exceptional 
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e 
cases of typical hives without itching.” mechanism. 
eference: |. Sulzberger, M.B., Wolf, J., and Witten, V.H.: Dermatology, Diagnosis and 
hasn ed. RE s a vl As hie. dex P. 229 LY Cross-section of capillary with adjoining mast cells. 
M — mast cell (releasing granules) 
Typical urticarial skin eruptions showing M,— intact mast cell 
sharply demarcated, elevated wheals. In this case, E — erythrocyte 
wheals are surrounded by erythema. N — nucleus of endothelial cell of capillary 





Management of urticaria. 


Obviously, identifying the etiologic factor — and eliminating it — is the most satisfactory 
approach to its prevention. However, the search for a causative agent can prove lengthy or 
unproductive. Immediate symptomatic treatment should be considered. 

Administration of an antihistamine is often satisfactory, except for acute episodes with 
laryngeal edema in which epinephrine may be required. Overheating or hot baths tend to 
increase pruritus; cool colloidal baths tend to be soothing. Sedatives may prove helpful. 
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Contraindications: Should not be used in newborn or premature infants; nursing mothers (if the drug is 
dgemed essential, the patient should stop nursing); elderly, debilitated patients; patients hypersensitive to 
cyproheptadine and drugs of similar chemical structure; patients being treated with MAO inhibitors (se 
Drug Interactions); and those with angle-closure glaucoma, stenosing peptic ulcer, symptomatic prostatic Mx à 
hypertrophy, bladder neck obstruction, pyloroduodenal obstruction. Do not use to treat lower respiratory — * Jp’ 
track symptoms including asthma. 1 
Warnings: Overdosage of antihistamines, particularly in infants and children, may produce hallucinations, 

central nervous system depression, convulsions, and death. at 
Antihistamines may diminish mental alertness; conversely, particularly in the young child, they may ‘N 
occasionally produce excitation. Patients should be warned about engaging in activities requiring alertness 

and motor coordination, such as driving a car or operating machinery. Antihistamines may have additive . 
effects with alcohol and other CNS depressants, e.g., hypnotics, sedatives, tranquilizers, antianxiety . 
agents. In pregnancy or in women of childbearing potential, weigh anticipated benefit against possible 

hazards to the embryo or fetus. 

Precautions: Because of its atropine-like action, use with caution in patients with a history of bronchial 

asthma or with increased intraocular pressure, hyperthyroidism, cardiovascular disease, or hypertension. i 
Rarely, prolonged therapy with antihistamines may cause blood dyscrasias. ° 
Adverse Reactions: Most frequent—sedation and sleepiness (often transient); dryness of mouth, nose, 

and throat; thickening of bronchial secretions; dizziness; epigastric distress; disturbed coordination. 

Others that may occur—fatigue, confusion, restlessness, excitation, nervousness, hallucinations, insomnia, 

euphoria, anorexia, nausea, vomiting, diarrhea, constipation, faintness, hypotension, tightness of chest and 

wheezing, urticaria, allergic manifestations of rash and edema, anaphylactic shock, blurred vision, 

diplopia, vertigo, tinnitus, headache, palpitation, tachycardia, nasal stuffiness, urinary frequency, difficult 

urination, urinary retention, photosensitivity, hemolytic anemia, leukopenia, agranulocytosis. 

Drug Interactions: MAO inhibitors prolong and intensify the anticholinergic effects of antihistamines. 

Management of Overdosage: Reactions may vary from central nervous system depression to stimulation, 

especially in children. Atropine-like signs and symptoms (dry mouth; fixed, dilated pupils; flushing, etc.) as 

well as gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, it should be induced. This is best done by having patient drink a 

glass of water after which he should be made to gag. Precautions against aspiration must be taken especially 

in infants and children. Zf patient is unable to vomit, gastric lavage is indicated. Isotonic or V isotonic saline is 

the lavage of choice. Saline cathartics, as milk of magnesia, are valuable for their action in rapid dilution of 

bowel content. 

Stimulants should not be used. Levarterenol bitartrate USP may be used for hypotension: | ml of 0.2% 

solution (0.1% base) in 250 ml of diluent. Drip at 0.5 ml/min. to give 2 micrograms (base)/min. 

intravenously, 2 micrograms/M2/min. intravenously. Titrate dose with blood pressure. (CAUTION: 

Slough results from extravascular leakage. ‘Treat extravasated area quickly; infiltrate phentolamine 

(mesylate USP; hydrochloride NF) 5-10 mg in 15 ml of saline solution. Check the most recent package 

circular of the manufacturer of levarterenol and phentolamine for details concerning contraindications, 

warnings, precautions, and adverse reactions. ] 

How Supplied: Tablets containing 4 mg cyproheptadine HCl each, in bottles of 100; Syrup, containing 

2 mg cyproheptadine HCI per 5 ml, with alcohol 5%, and sorbic acid 0.1% added as preservative, in bottles 

of 473 ml. 





MSD 


For more detailed information, consult your MSD representative or see full Prescribing SITAR 
Information. Merck Sharp & Dohme, Division of Merck & Co., INC. , West Point, Pa. 19486. HM 





X mild uncomplicated 
allergic skin manifestations of urticaria — 
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Tablets, 4 mg Syrup, 2 mg/5 ml 829^ . 
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PIMPLES, BLACKHEADS, 
OILY SKIN, ACNE 


Fostex OILY SKINER 
Medicated Skin Sakae DANDRU É f 


NET WT. 3% OZ 
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Washing with Fostex® Cream, Cake, or new Liquid gently peels the skin while 
it degreases and helps dry oily complexions. Fostex therapy is flexible to 
fit any acne regimen you may select for grades |, Il, and Ill. 


Recommended by dermatologists for 18 years... Fostex medicated acne wash 
is now available in three forms: Cream, Cake and new Liquid. 


Supplied: Fostex® Cream acne skin cleanser and dandruff shampoo 42 oz. jars 
Fostex® Cake acne skin cleanser 3% oz. bars 


Fostex® Liquid acne skin cleanser and shampoo 5 oz. bottles 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 


Contains: SEBULYTIC® brand of soapless cleansers and wetting agents; micropulverized sulfur 2%; salicylic acid 2%. ] 
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Special Editorial 





a^ 
~ The Dermatology Foundation* 


M among you, with vision and 


concern for the cause to which 
you dedicate your lives, have trans- 
muted these intangibles into a func- 
tioning organization of solid integ- 
rity, the Dermatology Foundation. 
The organization has collected and 
distributed monies for the benefit of 
the specialty. It has served as a focal 
point for the needs of the specialty. It 
has functioned with a wisdom and in- 
tegrity that has been an ornament to 
the speciality. It has published an ex- 
cellent little bulletin, Progress in Der- 
matology. It has helped in the estab- 
lishment of new sections, divisions, 
and departments of dermatology. It 
has helped promising young doctors 
to pursue careers in academic derma- 
tology, teaching, and research. This 
has been a minor miracle, perhaps not 
even a million-dollar miracle, but cer- 
tainly in Webster’s Collegiate Diction- 
ary (ed 3, 1930) definition, “an effect 
in the physical world deviating from 
the known laws of nature” (page 623). 
Let me tell you why. 

Dermatology does not mean much 
to most people because it is not as 
well known as it should be. It seldom 
involves ambulances, emergencies, or 
television programs. The patient is 
seldom hospitalized. He can keep 
working and pay his physician’s bills. 
He seldom dies of his skin disease. 
Some people joke about his never get- 
ting entirely well. Thus, the patient 
continues to be a medical resource 
indefinitely. Dermatology lacks the 
glamour of cardiology, the urgency of 
surgery, the charm of pediatries. It 
deals with grubby things like acne, 
impetigo, athlete's foot, and venereal 
diseases. Jerome Bosch would have 
loved to have used some of your 
teaching slides when he painted the 
damned in Hell. People with pimples 
are ashamed of them, but they often 
consider them not important enough 


*Adapted from a speech delivered by Fred- 
erick H. Osborn, Jr., vice-president, at the annual 
meeting of the Dermatology Foundation, Chicago, 
Dec 1, 1973. 
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for medical care. What ordinary 
mortal would give to the Dermatol- 
ogy Foundation when the American 
Heart Association, the American 
Cancer Society, the National Kidney 
Foundation, the National Cystic Fi- 
brosis Research Foundation, etc, of- 
fer real challenges to survival? 
Pietures of dermatological diseases 
cannot have the same effect that an 
appealing child on a poster for the 
Polio Foundation has. Pimples don't 
have much pulling power! Most of us 
receive pleas in every mail delivery: 
Care, Planned Parenthood, the 
schools and colleges we and our chil- 
dren went to, churches, community 
chests, mental health, boys clubs, 
drug rehabilitation, Save the Chil- 
dren, UNICEF, Legal Aid, Sierra 
Club, the arts, and museums. Derma- 
tology is well down the list for most 
people. 

What can the Dermatology Foun- 
dation offer the business world? Can 
it develop bright young men for the 
pharmaceutical industry as depart- 
ments of chemistry, geology, or engi- 
neering have for Dupont, Exxon, or 
General Electric? Will it help sell 
soap, lipstick, face powder, cold 
cream, or exotic mud packs for cos- 
metic companies? 

Why should we expect the derma- 
tologists themselves to support the 
specialty as a whole? The various 
organizations such as the American 
Academy of Dermatology, yes, but 
not the specialty. There is not one of 
you who is not interested in his own 
job, or in a particular medical school, 
hospital, local clinic, or local charity. 
You support these first because, as 
you well know, charity begins at 
home. This is where the normal per- 
son gives his own money and directs 
the gifts of grateful patients. This is 
only natural—though some might 
say it is short-sighted. Dermatology, 
the specialty, the profession, the ab- 
stract entity, is, in the eyes of many 
people, a friendless, pock-marked, 
unattractive, neglected orphan. 





poor little things. You have done an, 
impossible job in establishing the. 
Dermatology Foundation, and’ you 





given of your time and off your sub- 
stance, continue to do so ff this little 
orphan is to grow. She is an ugly 
duckling now, but she has a brilliant 
future if she can be brought up prop- 
erly. You have given her life and a 
good start. You have given her good 
moral character. You have kept her 
from getting overextended. You are 
helping her to become wise. As an 
outsider who has spent more than 15 
years in the foundation field, I can 
say without qualification that you 
have done a magnificent job—some- 
thing the specialty of dermatology 
and the entire medical profession can 
be proud of. 

Now let’s take a look ahead at our 
child’s possible future. Perhaps the 
best place to start is with the past. 
As you all know, the first scientists 
were astronomers. Egyptians, Mayas, 
Druids, Aztecs, and Mesopotamians 
studied the stars, named them, and 
marked their courses. The solar sys- 
tem and the earth’s geography were 
studied later, and it is only within the 
last century that sociology, psychol- 
ogy, anthropology, and similar disci- 
plines that intimately involve individ- 
ual men and women have developed. 
It was not until the 18th century that 
Alexander Pope declared, “The 
proper study of mankind is man." 

I believe medicine, too, has followed 
the same course, studying those 
things furthest away first, like 
humors, fevers, exorcising devils, 
charms, spells, and other intangibles. 
Vesalius and the study of anatomy 
began only in the 16th century. How 
very recent disciplines like psychiatry 
and the scientific study of the mind 
and personality are! 

The first thing we see in another 
person is skin. The first thing we 
touch in shaking hands is skin. The 
first thing we smell is either an excre- 
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.fume, or tonic. Yet skin has been one 
of the last things subjected to thor- 
ough scientific scrutiny. How 3this is. 
e interface between man 

nvironment, It projects the 
protects the inner or- 
. [t\is the first indicator of wear- 
iness, orWge, of disease, of emotion. 
It keeps uX warm, it keeps us cool. It 
keeps us dry, or moist, and germ-free. 
It,is our beauty and our ugliness. Man 
can live with an artificial kidney, with 
many transplanted organs, but de- 
stroy his skin and he dies. Of all the 
organs, it is among the most essential 
to life and to survival. This is so ob- 
vious that there is nothing remark- 
able about it. Maybe that is why no 
one has paid much attention to skin 
until recently. 

Or perhaps it is because we have 
only recently developed the tech- 
nology to study skin effectively. Per- 
haps we are paying more attention to 
the scientific study of skin because, as 
our environment—the air we breathe 
and move about in and the water we 
wash in—becomes increasingly pol- 
luted, our skin needs more attention. 
Perhaps it is because, as the popu- 
lation increases, people live closer to- 
gether and appearance becomes more 
important. In medicine, it is because 
colleagues in other specialties are be- 
ginning to realize that one of the first 
items in diagnosis is inspection. The 
patient looks sick, the skin of his 
cheeks sags, his face is puffed and 
flushed, he has a rash, or there's white 
around his nails. Because it is at the 
interface, the skin reveals what goes 
on both inside and outside a person. 
But this, too, is so obvious as to be 
quite unremarkable. It takes wisdom 
to see the extraordinary in the com- 
monplace. What an opportunity there 
is to serve mankind through the under- 
standing and treatment of the skin! 

Even more strange is that the low 
priority currently given dermatology 
by the publie, by business, and by 
the medical profession is apparently 
quite unrelated to the individual's 
concern for his own hide. Consider the 
soaps, the cosmetics, the perfumes, 
the potions, the massages, the sun- 
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lamps, the vibrators, and the whirl- 
pool baths to which the poor epi- 
dermis is subjected! The public spends 
about 6 billion dollars a year on prod- 
ucts for their skin. There is no lack of 
interest here, no lack of willingness 
to part with hard-earned dollars. Of 
course it is the siren lure of adverti- 
sers of cosmeties who imply that they 
can make every woman Venus and 
every man Apollo. But the lure would 
be ineffective if the interest were not 
there—selfish though that interest 
may be. 

Here is an anomaly. Here is a spe- 
eialty that is vitally important to 
mankind because it deals with his 
most important organ. Here is a part 
of the body in which the publie is in- 
tensely interested that supports a 
multi-billion-dollar industry. Yet at 
the same time, here is a specialty that 
is impoverished, undernourished, un- 
dermanned, and underrecognized. 

How can we resolve the dilemma? 
One thing is sure—we cannot compete 
with heart, cancer, kidney, or any of 
the other great public campaigns. 
Dermatology is not dramatic enough. 
Psoriasis, perhaps, but not dermatol- 
ogy. As I said, a pimply kid makes a 
poor poster. Not enough people die of 
skin disease. There is nothing desper- 
ate about dermatology. 

There is a story about three sales- 
men on a ship sailing around South 
America. Each time they returned 
from visiting a city, two would boast 
of their sales-so many thousand 
yards of cloth, so many typewriters. 
But the third man never said a word; 
he just smiled and paid his share of 
the drinks. After several weeks of 
this, he was asked sympathetically, 
"What did you sell today?" "Noth- 
ing," he said. He was then asked, 
"Don't you sell things?" "O, yes," he 
replied, "three years ago I sold one." 
Again, he was questioned, "For good- 
ness sake, what do you sell?” He an- 
swered, “Second-hand battleships!” 

The point of this story is that not 
everyone wants what we have. We 
are in a rather specialized field, at 
least at present. We must keep look- 
ing for customers. The philanthropic 
foundations give to local situations, 
to broad areas of education or re- 





search, or to causes they consider P d 


critical. Dermatology is low on their 
list of priorities. This does not mean 
we should not approach foundations. 
They should be cultivated, of course; 


mental health was once a stepchild* 


too. But at present neither Ford, nor 
Carnegie, nor any of their sister 
foundations are falling over them- 
selves to give us money. 

What we must do, it seems to me, 
is, first, to keep going, to keep 
plugging away, as we have been, with 
what we have. The foundation is a 
good thing; it helps a lot of people, 
those within the specialty, and, 
through their efforts, mankind. It is 
well worth our continued support. 

And, second, we must find ways 
that the foundation can serve not just 
the specialty but a wider consti- 
tuency. The specialty does help life, 
liberty, and the pursuit of happiness, 
but only indirectly, and it is not quite 
clear just how. It has no marketable 
goal as urgent as a cure for cancer. 
We must find better, more under- 
standable ways to be of service—per- 
haps the kind of thing the Lasker 
Foundation has done for mental 
health, perhaps a new way of encour- 
aging young talent, perhaps some- 
thing no one has ever thought of yet. 

We have learned how to establish 
and run a foundation. Thanks to all of 
you, it is more than able to cover its 
administrative expenses so that 100% 
of the contributions are available for 
grants. It has a reliable way of choos- 
ing grantees through its Medical and 
Scientific Committee. It is well ad- 
ministered, and it has a deservedly 
sound reputation. Believe me, that is 
no small achievement. But we must 
go further, and while living on the 
generosity of dermatologists and our 
present donors, we must learn how to 
broaden our services, and do a better 
job of relating what dermatology 
does to what others in medicine, and 
in the world at large, do and want to 
do. This is the great challenge. To 
this, we must devote part of our wak- 
ing thoughts and part of our dreams. 

FREDERICK H. OSBORN, JR. 
Garrison-On-Hudson, NY 
JOHN S. STRAUSS, MD 
Boston 
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Members of the Task Force Committee 
who prepared this report are as follows: 
Chairman, Leonard C. Harber, MD; David 
R. Bickers, MD; John H. Epstein, MD; 
Madhu A. Pathak, MD; and Frederick 
Urbach, MD. 


he following report was prepared 

by the Task Force on Photobi- 
ology of the National Program of 
Dermatology. The charge of the 
group was to collate data on the vari- 
ous types of light sources currently 
being reported in dermatologic litera- 
ture. Particular emphasis was placed 
on physical characteristics and poten- 
tial use of these instruments in photo- 
patch testing. If sufficient interest is 
communicated to the Division of Re- 
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search, additional data will be fur- 
nished regarding the efficacy of these 
light sources as therapeutic modali- 
ties for the treatment of psoriasis, 
vitiligo, acne, and other disorders. 
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Fig 1.—Spectral irradiance of sun. 


Sun 


Type 

Emission spectrum 
Filter 

Erythema dose 
Photopatch test dose 


Advantages 
When accessible, economical 
Excellent, therapeutically 


Disadvantages 
Variable ultraviolet emission 
Diffieult to control output 


Black body radiation 

Continuous 

Atmosphere (ozone layer) 

20 minutes (latitude 41^, June, midday) 


60 minutes, using window glass (3 mm) 
or Schott WG 3 Filter; 20 to 30 
minutes, without filter 


Reference 


Jillson OF: Testing for phototoxicity and photoallergy, in Urbach F (ed): The Biologic Effects of 
Ultraviolet Radiation. New York, Pergamon Press Inc, 1969. 
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Fig 2.—Spectral irradiance of carbon arc. Fig 3.—Unassembled xenon arc lamp; 


exit slit and generator of solar simulator. 





Carbon Arc 
Type Open arc at atmospheric pressure 
Emission spectrum Continuous (dependent upon metal content of carbons) 
Filter Schott WG 3 (2 mm) window glass (8 mm), Corning C57-54 
Erythema dose 5 to 20 seconds 
Photopatch dose 3 minutes (window glass filter) 
Manufacturer Union Carbide—National Carbon Division, Cleveland 


Advantages 

Emission spectrum close to natural sunlight 

Can use multiple carbons with different emission spectra 
Disadvantages 

In general, unsuited for therapy 

Variable output, as electrodes are consumed 

Smokes, cumbersome to use 


Reference 


* Jillson OF, Baughman RD: Contact photodermatitis from bithionol. Arch Dermatol 88:409-418, 1963. 
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Fig 4.—Spectral irradiance of fluorescent Fig 5.—Recepticle bank holding four 40-in fluorescent tubes. 
tubes—‘‘Sunlamp”’ and Blacklight. 


Fluorescent Tube: “Sun Lamp" 


Type Low pressure mercury arc 

Emission spectrum Continuous; Peak at 313 nm 

Filter Calcium, zinc, thallium phosphate, phosphor in glass envelope 
Erythema dose 90 to 120 seconds; 25.4 cm 

Photopatch dose Not suitable emission 

Manufacturer Westinghouse, Pittsburgh 

Advantages 


Easy to obtain and standardize 
Useful for phototesting of polymorphous light eruption 
Good source of sunburn radiation (290 to 320 nm) 
Inexpensive 
Disadvantage 
Unsuitable for photopatch testing 
because emission is at wavelengths 
less than 320 nm 


Reference 


Harber LC, Harris H, Baer RL: Photoallergic contact dermatitis. Arch Dermatol 94:255-262, 1966. 


Fluorescent Tube: Blacklight Lamp 


Type Low pressure mercury arc 

Emission spectrum 320 to 450 nm; peak, 360 nm 

Filter Barium disilicate phosphor in glass envelope 

Erythema dose Not suitable emission 

Photopatch dose 45 minutes; 25.4 cm 

Manufacturers Westinghouse, Pittsburgh; Sylvania, New York; General Electric, Stamford, Conn 
Advantages 


Easy to obtain and standardize 
Suitable for photopatch testing, as emission is in long ultraviolet (820-450 nm) 
Inexpensive 
Disadvantage 
Prolonged exposure time required for photopatch testing and therapy 


Reference 


Harber LC, Harris H, Baer RL: Photoallergic contact dermatitis. Arch Dermatol 94:255-262, 1966. 
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Fig 6.—Spectral irradiance of solar simulator (xenon arc with filters). 


Solar Simulator 
High pressure xenon arc 


Type 

Emission spectrum Continuous 

Filter Schott WG series 

Erythema dose 5 to 20 seconds, 25.4 cm 
Photopatch dose 60 to 120 seconds, 25.4 cm 
Manufacturer Solar Light Co, Philadelphia 
Advantages 


Emission spectrum close to natural sunlight 
Good research tool 
Disadvantages 
Expensive and bulky 
Only a single field can be tested at a time 


Reference 


Berger DS: Specification and design of solar ultraviolet solar simulators. J Invest Dermatol 53:192- 
199, 1969. 
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Fig 8.—Hood (at left) and reflectors (at 
right) of hot quartz mercury vapor lamp. 
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Fig 9.—Encasement of Krohmayer contact lamp. 


Hot Quartz: Alpine Lamp 


Type High pressure mercury arc 
Emission spectrum Discontinuous with bands at 254, 265, 297, 303, 313, and 365 nm 
Filter Window glass (3 mm) Schott WG 3 (2 mm) 
Erythema dose 30 to 60 seconds; 46 cm 
Photopatch dose 7 to 20 minutes; 46 em, using window glass filter , 
Manufacturer Hanovia Chemical and Manufacturing Co, Newark, NJ 
Advantage 

Can be used for both phototesting and therapy 
Disadvantages 


Must be cautious in use of filters (not supplied) 
Burners must be replaced 
Discontinuous bands of emission rather than continuous spectrum 


Reference 


Epstein S: Simplified photopatch testing. Arch Dermatol 93:216-220, 1966. 
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Hot Quartz: Krohmayer Lamp 
^ (Aero-Krohmayer Lamp) 


High pressure mercury ape 
Discontinuous bands with peaks at 254, 265, 297, 303, 313, and 365 nm 
. Filter 


Window glass: Schott WG 3 s : 
Erythema dose 2to6seconds;contact 
inii amm dose 


. Emission spectrum 


30 to 60 seconds, filteréd 
Manufacture? Quartz Lampen Gesellschaft Hanaulman, Germany; Hanovia Chemical and MFG Co, Newark, NJ 
Advantege== 


‘=~ Efficient, short exposure time necessary for photopatch testing and phototesting of polymorphous light eruption 


Disadvantages 
Expelgive not useful for therapy, as field size too small 
Hazard of infrared burn 


Reference 


Epstein JH, Wuepper KD, Maibach HI: Photocontact dermatitis to the halogenated salicylanilides and related compounds. Arch Dermatol 97:236-244, 
1968. 
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Fig 10.—Spectral irradiance of Fig 11.—Tube and adjustable distance 
cold quartz lamp. mounting of cold quartz lamp. 
x Cold Quartz 
Type Low pressure mcercury arc 
Emission spectrum Band predominantly at 253.7 nm 
Filter Quartz envelope 
Erythema dose 30 seconds; 25 cm 
Photopatch dose Not suitable 14 
Manufacturer R.A. Fischer Co, Glendale, Calif 
Advantages 


Minimal or no pigmentation associated with erythema 
Relatively inexpensive 
Disadvantage 


Not suited for phototesting, as major portion of emission spectra (254 nm) is 
nonphysiologic 


Reference 


Schafer V: Artificial production of ultraviolet radiation, introduction and historical review, in Ur- 
bach F (ed): The Biologic Effects of Ultraviolet Radiation. New York, Pergamon Press Inc, 1969. 
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Fig 12.—Spectral irradiance of Blak-Ray (Wood light). 





Blak-Ray (Wood Light) 


Type High pressure mercury arc (GE 100 Flood Lamp PHR 38) 

Emission spectrum 340 to 450 nm, peak at 365 nm 

Filter Glass with nickel oxide phosphor (Wood filter) : 
Erythema dose None 

Photopatch dose 5 to 10 minutes; 15 cm 

Manufacturer Ultraviolet Products Ine San Gabriel, CA 

Advantages 


Simple, inexpensive, stable, and effective light source for photopatch testing 
Good light source for porphyrin and fungal screening test, using fluores- 
cence as an indicator 





Disadvantages 


Not suited for phototesting of polymorphous light eruption 
Not suitable for therapy, as field size is too small 


Reference 


Jillson OF: Testing for phototoxicity and photoallergy, in Urbach F (ed); The Biologic Effects of Ul- 
traviolet Radiation. New York, Pergamon Press Inc, 1969. 


This investigation was supported by the Na- 
tional Program for Dermatology 

Figures 1,2,4,6,7, and 10 are reproduced from 
Journal of Investigative Dermatology (53:192- 
199, 1969). 
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Acquired Immunity to Dermatophytes 


LTC Henry E. Jones, MC, USA; CPT Jeffrey H. Reinhardt, MSC, USA; SP4 Michael G. Rinaldi, MS, USA, San Francisco 


Experimental dermatophyte  (Tricho- 
phyton mentagrophytes) infections were 
initiated by using quantified spore inoc- 
uli on the forearms of 13 healthy vol- 
unteers who manifested no evidence of 
prior infection. Active lesions typical of 
tinea corporis developed. Following the 
emergence of delayed-type hypersensi- 
tivity, the lesions resolved spontaneously. 

Subsequently, seven of the now immu- 
nologically experienced volunteers were 
reinoculated. Early, atypical inflammatory 
lesions developed. There was no spread 
of infection, the organism rapidly dis- 
appeared, and the course of infection was 
shortened. 

The number of spores required to ini- 
liate an infection that persisted three 
weeks increased from less than six to 
approximately 300. Thus, the acquired 
immunity was relative. Cell-mediated 
immunity correlated with this enhanced 
resistance. Cell-mediated immunity is hy- 
pothesized to act indirectly by destroying 
the “privileged” nature of the stratum 
corneum. 





Accepted for publication Dec 4, 1973. 

From the Dermatology Research Division, 
Letterman Army Institute of Research, Presidio 
of San Francisco. Dr. Jones is now at the Univer- 
sity of Michigan Medical Center, Ann Arbor. 

Read in part before the American Academy of 
Dermatology, Miami, Fla, December 3, 1972. 

Reprint requests to Editor, Box 666, Letter- 
man Army Institute of Research, Presidio of San 
Francisco, CA 94129. 
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mmunity to infection by micro- 
organisms may be divided into 
two categories: natural and acquired. 
Natural or innate immunity includes 
all of those factors that protect the 
host from invading organisms. Ac- 
quired immunity is an immunologic 
resistance to a specific type of infec- 
tion that develops in the host as a re- 
sult of the primary experience with 
that infectious agent. 

The existence, in man, of specific 
acquired immunity to superficial cu- 
taneous fungal infections (derma- 
tophytosis) has been debated since at 
least 1909, when Bloch and Massini 
reported that, following the first ex- 
perimental Trichophyton infection, 
guinea pigs were resistant to subse- 
quent infections. Numerous investi- 
gators have performed similar experi- 
ments, using several different types 
of small laboratory and domestic ani- 
mals. The voluminous literature has 
been thoroughly reviewed by De Lama- 
ter^* and more recently by Lepper.’ 
Although the results have varied with 
the strains of fungi and animals used 
and with the different investigators, 
there is general agreement that im- 
munity to a second or subsequent in- 
fection is not complete, but relative. 
In general, the course of the first ex- 
perimental dermatophyte infection in 
animals can be divided into four 
clear-cut phases: (1) Incubation (inoc- 


ulation to day four to six), (2) spread- 
ing phase (lasts seven to ten days), (3) 
climax or inflammatory phase (begin- 
ning on day; 12 to 15), and (4) clearing 
or healing phase. The spontaneous 
cure of the first infection and en- 
hanced resistance to subsequent in- 
fections is invariably associated with 
the development of skin sensitization 
(delayed-type hypersensitivity to tri- 
chophytin), which strongly suggests 
that the enhanced protection is the 
result of a specific immune mecha- 
nism. This partial immunity is not 
species-specific but apparently ex- 
tends to most, if not all, derma- 
tophyte species. 

In direct contrast to the finding of 
acquired immunity in experimental 
animals, extensive clinical experience 
has established that many patients 


have chronic dermatophytoses that. 


are often extensive and recalcitrant 
to therapy. 

Experimental dermatophyte infec- 
tions in humans have not resolved 
the difference between the immunity 
seen in experimental animals and the 
obvious susceptibility of clinical pa- 
tients to infection. Bloch and Massini' 
experimentally infected themselves 
and a few other subjects and, as a 
result of monitoring their hyper- 
sensitivity state, they concluded that 
similar immune mechanisms protect 
the guinea pig and human from sub- 
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sequent reinfection. In the inter- 
vening 65 years, numerous experi- 
mental fungus infection studies have 
been conducted in man (recently re- 
viewed by Knight^ and Reinhardt et 
ai [unpublished data] without defi- 
nitely confirming or refuting Bloch 
and Massini’s findings. The inter- 
pretation and comparison of these 
studies is difficult, primarily because 
little attention was given to the im- 
munologic status of the volunteers. 

It is difficult to ascertain the spe- 
cific immunologic status of the sub- 
jects in the numerous early studies, 
and, therefore, conflicting results 
cannot be explained. In the modern 
era, few studies have been directed 
at the question of specific acquired 
immunity. In 1955, Sloper reported 
on experimentally induced infections 
using 7T mentagrophytes, T rubrum, 
and Epidermophyton floccosum in six 
volunteers. These infections were 
uniformly successful, including Slo- 
per's repeated inoculations of himself. 
Sloper's studies suggested that there 
is no acquired immunity, but appar- 
ently he did not monitor the hyper- 
sensitivity status of his subjects and, 
therefore, we cannot accept this con- 
clusion. 

In 1962, Desai reviewed his experi- 
ence with experimental fungal infec- 
tions and declared that there was 
no acquired immunity to dermatophy- 
tosis in humans.* Apparently he did 
not rigidly determine and control the 
immunologic status of his volunteers. 
He based his conclusion on the obser- 
vation that adults could be success- 
fully reinfected experimentally. He 
noted that children had a longer incu- 
bation period than adults (six to ten 
days vs one to three days), and that 
infections lasted for 60 to 70 days in 
children compared to 12 to 35 days in 
adults.^ We would interpret these 
findings to mean that only the chil- 
dren had not previously had derma- 
tophytic infections, and, hence, un- 
derwent a primary infection course. 
Most of the adults probably (certainly 
the infection susceptible patients) 
had previously experienced a natural 
infection in the tropical climate of In- 
dia. Some of his volunteers were ap- 
parently susceptible to experimental 
infections, others were more resistant 
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as reflected in their short incubation 
period and rapid spontaneous cure. 
Desai could not relate susceptibility 
or resistance to infection to the re- 
sults of trichophytin tests. 

Braun reported that 63 of 102 pa- 
tients had no immunity to experi- 
mental infections, but commented 
(without supporting data) that a 
marked degree of trichophytin hyper- 
sensitivity prevented infections in 
50% of them." The susceptibility of 
the patients to natural infection was 
not described, and no details of their 
immunologic status was given. 

When Sonck experimentally in- 
fected himself, his trichophytin test 
became positive and the infection 
healed spontaneously. After failing 
in attempts to reinfect himself, he 
concluded that he had acquired a spe- 
cific immunity. He apparently did not 
confirm or extend this observation. 
Recently, Knight has reported (with 
few details) that he did not find evi- 
dence of specific acquired immunity 
in humans who underwent a series of 
experimental infections.* 

In addition to these conflicting re- 
ports, Greenbaum, Epstein and 
Grunmandel,'* and Huppert and Kee- 
ney” have each described a type of lo- 
cal immunity, but, at the same time, 
they have failed to notice any sys- 
temic immunity. 

From this review, we could not ar- 
rive at any conclusion regarding the 
importance of specific acquired immu- 
nity in humans to dermatophytic in- 
fection. The production of a purified 
trichophytin by Cruickshank et al'*-'* 
combined with the development in 
this laboratory of a reproducible ex- 
perimental dermatophyte infection 
technique’ has made possible further 
studies of the immunology of derma- 
tophytosis. This experiment was de- 
signed to answer the basic question: 
is there a specific acquired immunity 
to dermatophytosis in humans? 


Methods 


Selection of Volunteers.—The 13 subjects 
were paid male prison volunteers, whose 
average age was 30 years. Informed con- 
sent was obtained from each volunteer af- 
ter the nature of the procedure had been 
fully explained. A survey of the at-large 
prison population indicated that most of 








the men had been infected with day " 
tophytic fungi.” The subjects particffatin 


in this study were selected from that same ° 


population using the following four crite- 
ria: (1) no past or present history of 
dermatophytosis, (2) a completely normal 
physical examination (including\toe-web. 
spaces), (3) negative derfnatophyte cul- 
tures, and (4) no response te--trichophytin 


skin test. The 13 subjects represented 7% ~ 


of those surveyed, and for purposes of this 
study, they were classified as nonex- 
perienced with dermatophytic fungi (fun- 
gal virgins). 

Primary Infection.—The virginal subjects 
were infected with microaleurio spores 
(mieroconidia, spores) of T men- 
tagrophytes var granulare, American type 
culture colleetion 18-748, as detailed in an- 
other study by Reinhardt et al (unpub- 
lished data) from this laboratory. Briefly, 
the spores were separated from the my- 
celia by physical means and counted in 
a hemacytometer under the microscope. 
Spore viability was determined by count- 
ing the number of colonies on agar pour 
plates, and a suspension containing the de- 
sired number of spores was prepared. By 
dilution of this standard spore suspension, 
the desired number of viable subunits 
could be inoculated onto the skin. The 
spore inoculation was placed on the surface 
of normal (unaltered) forearm skin and 
covered with a gauze pad previously cut to 
the exact size of the 2.5-cm diameter site. 
The pad was moistened with distilled wa- 
ter and covered with a sheet of Teflon that 
adhered tightly to the surrounding skin 
which had been previously sprayed with 
medical adhesive B. The entire forearm 
(three sites on each arm) was covered with 
a protective dressing that remained in 
place for 96 hours. 

For eight subjects, the primary infec- 
tions were initiated on both forearms, 
using 6, 30, 60, 150, 300, 600, and 1,200 
spores per site. Each site was a circular 6- 
sq cm area of skin located equal distances 
apart on the mid-volar forearm. Five sub- 
jects were inoculated on one arm only, 
using three sites with 6, 60, and 300 spores 
per site. The infecting inoculi were ran- 
domly distributed between the upper, 
middle, and lower sites on each arm. 

Second Infection.—Seven of the original 
13 subjects were available for reinfection 
after the primary infections had resolved. 
The primary infections had been healed 
for four months in three subjects and for 
one month in four subjects (six and three 
months since initiation of the primary in- 
fection). For reinfection, one forearm was 
inoculated in three separate 6-sq cm sites 
using 6, 30, and 300 spores of the same or- 
ganism in an identical technique. The four 
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Fig 1.—Course of first and second experimental infections. 
Comparison of average lesion diameter, intensity of inflammation, 


volunteers whose primary infection was 
unilateral (most recently healed) were re- 
inoculated on the opposite forearm. 

Monitoring the Infections.—The size of 
each infected area was measured and the 
degree of inflammation was scored, as pre- 
viously described,'* one to three times per 
week during the course of both experimen- 
tal infections. A severity of infection index 
was developed to: (1) compare the infec- 
tions on different days during their course, 
(2) compare multiple sites infected with 
different quantities of fungi, and (3) com- 
pare a series of identical infections in the 
same individual. 


Severit : 

of d Lesion Intensity 
Infection Diameter of 
Figs Inflammation 


Diameter (in millimeters) is that of a theo- 
retical circle, the area of which represents 
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the infected skin area. Intensity of inflam- 
mation refers to the sum of patch test type 
scoring on a 0 to 3 basis for erythema, ede- 
ma induration, and vesiculation (maximum 
score possible 9). 

This index, although arbitrary, takes 
into account the major factors of fungal 
disease (size and inflammation) and estab- 
lishes a numerical value (no units) that can 
be used for objective comparisons of in- 
fected areas. 

Skin tests using a purified glycopeptide 
trichophytin'^^^ were performed in all sub- 
jects at intervals during the course of the 
first and second experimental infections. 
Skin scales from the infected sites were re- 
moved at intervals for culture on derma- 
tophyte test media.” The cultures were 
incubated for ten days at 35 C and identi- 


fied aecording to the criteria of Ajello et 


al^? and Rebell and Taplin.” Blood samples, 
for serum antibody studies, were taken be- 
fore, during and after the infections 


Infection 


Severity of 
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Severity of 





Time in Days 
80 
60 
40 
20 
(0) 
o 20 40 60 80 


Time in Days 


and severity of infection index (Sll-see text) for all sites inocu- 
lated with six and 300 spores in both experiments. 


healed. These results will be reported sepa- 
rately. 


Primary Infections.—All 13 of the 
virginal subjects experienced an in- 
fection (Fig 1 and 2 and Table 1). 
When the occlusive wraps were re- 
moved, the sites receiving the smaller 
inoculi (less than 60 spores) showed 
minimal, if any, evidence of infection, 
but the sites receiving more than 300 
spores generally were mildly to mod- 
erately inflamed. The erythema di- 
minished during the next one to two 
days as the effects of occlusion sub- 
sided, and for the next several days 
the sites appeared normal or, at most, 
faintly erythematous (Fig 3). From 
days 3 to 10 (the occlusive dressing 
was removed at the start), the lesions 
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Fig 2.—Culture results of first and second experimental infection. For this comparison, 
results from all sites on given subject were summed. For each subject, length of bar rep- 
resents period dermatophyte could be recovered from one or more sites. When first sam- 
pled on seventh day, four subjects were already culture negative. 


on some subjects slowly became more 
inflamed; on others the lesions re- 
mained faintly erythematous, and in 
both instances they spread peripher- 
ally 0.5 to 8 mm/day (varying from 
subject to subject) so that the area 
of skin involved increased daily. The 
sites inoculated with six spores devel- 
oped discrete foci (range of three to 
seven), each of which expanded pe- 
ripherally, eventually merging to 
form a confluent patch. The larger 
spore inoculi (more than 600) pro- 


* duced, at the start, a confluent infec- 


tion over the 6-sq cm area that ex- 
panded centripetally. Cultures taken 
during this period were positive for T 
mentagrophytes var granulare (Fig 
2). The lesions were minimally in- 
flamed and nonpruritic. Trichophytin 
skin tests were nonreactive during 
this period (Table 1). 

The infected sites suddenly became 
intensely inflamed and pruritic be- 
tween the tenth and 17th days in 
subjects 1 to 8, coinciding with the 
emergence of delayed sensitivity to 
trichophytin (conversion from nega- 
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tive to positive) (Fig 1, Table 1, and 
Fig 4). The size of the lesions was lim- 
ited in these eight subjects to that at- 
tained by the skin test conversion 
date; hence, they developed the 
smaller experimental ringworms for 
each respective spore dose. In these 
eight men, the skin tests converted 
rapidly (one to two days) and were 
large and intense on emergence. 
Simultaneously, areas that had been 
skin tested one to two weeks previ- 
ously suddenly became erythematous, 
edematous, and indurated. In sub- 
jects 9 to 18, the infected zones as- 
sumed a circinate pattern (more in- 
flammatory peripheral border) and 
enlarged progressively (four to five 
weeks) until the subjects developed 
delayed sensitivity (Fig 5 and Table 
1). When these subjects’ skin tests fi- 
nally converted, the initial response 


was substantially smaller and less in- 


tense than in subjects 1 to 8. The 
largest ringworms developed on these 
subjects. 

Following development of trichoph- 
ytin skin test sensitivity, the infec- 





> E 





tions were erythematous, ed 


E 9 
: PA 
indurated, and, in most cases, vesicu- s 


crusted, and scaling. . 
Thereafter, the course of the infec- - 


lar, oozing, 


tion was radically altered. Peripheral 
spreading ceased within ode to two 


days, and the surface infection began , 


to resolve. There was firend in those 
subjeets whose skin test converted 
early for their infections to become 
culturally negative early and to heal 
more rapidly (Fig 2). Although not se- 
verely infected, subjects 3, 5, and ,6 
retained the organism for several 
weeks (31 to 38 days) after developing 
triehophytin sensitivity. Following 
the active infections (no further 
spread, negative culture), there was a 
residual mild dermatitis (erythema, 
edema, scaling plus/minus hyper- 
pigmentation or hypopigmentation) 
at the healed sites for an additional 
two to four weeks. There was no 
spread of the infection to other ana- 
tomical sites. 

Hair follicle involvement, if it 
oecurred, became apparent between 
days 17 and 36 as 2 to 4-mm diameter 
erythematous, indurated  follieular 
papules that occasionally developed 
into follicular granulomas reaching 6 
to 8 mm in diameter. The greatest 
number and the largest size granulo- 
mas were seen in sites inoculated 
with large numbers of spores in indi- 
viduals who were slow to develop de- 
layed sensitivity. The forearm hair 


pattern, including the presence or ab-. 


sence of terminal hair, did not appear 
to influence where or on whom the 
follieular lesions developed. The last 
of the infected follicles in each sub- 
ject resolved between days 41 and 73; 
the healing lagging behind the course 
of the skin surface infection. 

There was no consistent relation- 
ship between the number of spores in 
the infecting inoculum and the date 
that the site became culturally nega- 
tive. Culture negativity could be more 
closely related to the emergence of 
delayed sensitivity. All sites became 
culturally negative within 12 days of 
the skin test conversion in seven sub- 
jects (1, 2, 4, 7, 9, 10, and 11). In the 
other six subjects, the onset of de- 
layed sensitivity preceded the last 
positive culture by 24 to 38 days. The 
recoverability of the organism may 
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Table 1.—Development and Course of Delayed Sensitivity Skin Test Reactions 





Size of Skin Test d 
Reaction After 1st Size of Reaction 
Infection (70 days), After 2nd Infection, 


Size of 
1st Reaction, 


Chronologic Date 
1st Skin Test 





Pre-Infection 









* Subject _ Skin Test 






eoo 


e 








* NA, not applicable. 


Stage of Infection Days 
Primary irritant phase 1-3 


Spreading phase 2-35 
Ringworm phase 12-35 
Healing phase 10-70 


Chronologic 





Reaction mm 


1 10 10 11 NA* 

2 x 10 14 1-41 14 
$ SANE. 10 8 11 15 

4 11 8 4 10 


11 9 


14 3 (faint) 
7 SEN 7 14 NA 
17 10 14 13 
9 
0 
NEXT 0 2 (faint) 


Qm 
eoo 
a] als 
AP 
SEE 


2 (faint) | 
3 


Table 2.—Stages of the Experimental Infection 


Virginal (No CMI) 
(Primary Infection) 
Mild dermatitis* 
Local spread, 1-3 mm per day 
Prominent in individuals 
who develop DS7 slowly 
Follows appearance of DS: 
Limits size, dermatitis resolves; 
Cultures soon become negative; 
Follicular infections heal last 


Host's Immunobiologic Status 





mm mm 


10 








Experienced Immune (CMI) 
(Reinoculation) 


Masked by allergic reaction 







Koch Phenomenon 

Intense allergic contact type 
dermatitis is associated with: 
spreading and ringworm phase 
do not occur; rapid eradication of 
the organism; entire course 
telescope into a 1-4 week period 


















* The degree of dermatitis seen is probably an artifact not present in natural infections and is likely due to increased penetration of the 
occluded and superhydrated skin by primary irritants produced by the fungi. 


t DS, Delayed sensitivity 


relate to the mildly inflamed nature 


of the infection or to prolonged 
shedding of the organism from fol- 
lieular lesions. The infecting orga- 
nism could be recovered from at least 
one site in each of the 13 subjects for 
an average of 35.1 days (range 12 to 
59 days). 

Second Infection. — When un- 
wrapped, the 30 and 300 spore sites 
were inflamed to a much greater de- 
gree in all subjects than was the case 
at that same stage in the first infec- 
tion. The sites that received 300 
spores were intensely inflamed over 
the entire 6-sq cm area, and they re- 
mained inflamed for a period of two 
to three weeks, whereas the sites 
inoculated with 30 spores were in- 
flamed in multiple small foci or 
patches. The dermatitis in these sites 
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resolved more quickly. The sites re- 
celving six spores were mildly in- 
flamed in four to seven small inde- 
pendent foci for only a few days, if 
they were inflamed at all (Fig 6). 

In contrast to the first infection, 
there was little, if any peripheral 
spread of the second infection (Fig 1). 
Figure 1 shows the mean size, inten- 
sity of inflammation, and severity of 
infection index for the infections ini- 
tiated with six and 300 spores (these 
are the only size inoculi for which the 
primary and secondary infections can 
be compared in all subjects). The min- 
imal infections initiated by six spores 
healed rapidly, and the infections pro- 
duced by the 300 spores resolved in 
three to four weeks in every subject 
(Fig 7). In some subjects, slight er- 
ythema, edema, and scaling persisted 


at the sites for a short period, but 
these postinflammatory changes were 
less prominent than those following 
the primary infections. Follicular le- 
sions developed in only one subject 
(300 spore site). The lesions were mild 
and healed by the 49th day. Cultures 
of the skin scales taken from all three 
sites were negative for dermato- 
phytes after the tenth day (negative 
on day 7 in four subjects) in six of the 
seven subjects. The remaining sub- 
ject, although his infection was mild, 
had an intermittently positive culture 
until the 27th day (four days longer 
than during the first infection). A de- 
layed sensitivity skin test response 
was present before, during, and after 
the second experimental infection, 
and the size of the response increased 
slightly in some subjects (Table 1). 
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Fig 3.—Primary infection of subject no. 
10 at seventh chronological day (seventh 
day after unwrapping or 11 days after in- 
oculation). Spreading erythema (sum in- 
flammation intensity = 1.0) at 60 and 300 
spore sites (above and beiow tatoo). Faint 
erythema at six spore site. 





Fig 6.—Reinoculation of subject 10 at 
chronological day 7 (11 days post- 
inoculation) showing brisk dermatitis at 30 
and 300 spore sites (SII = 54 and 48, re- 
spectively). Contrast with Fig 3, opposite 
arm, same subject, at corresponding time 
during primary infection. 
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Fig 4.—Primary infection of subject no. 8 at 
(17th day post- 
unwrapping or 21 days after inoculation) show- 
ing six infected sites. Severity of Infection Index 
(SII) calculates at six spore site to be 100, at 30 
spore site, 40, at 50 spore site, 135, and at 300 
spore site, 150, at 600 spore site, 231, and at 
1,200 spore site, 215. Seventy-two hours before 
photograph was taken, sites were minimally in- 
flamed (SII «35 at all sites). Intense inflammation 
developed rapidly coinciding with conversion of 
his trichophytin skin test (deltoid area, right arm). 


17th chronological day 





Fig 7.—Reinoculation of subject 8 at 
chronological day 17 showing minimal re- 
sidual dermatitis at the 300 spore site only 
(SII = 1.5). Contrast with Fig 4 of first in- 
fection on same chronological day. 





Fig 5.—Primary infection of 
subject no. 13 on 17th chrono- 
logical day (21 days post- 
inoculation) showing circinate 
pattern typical of lesions seen in 
subjects 9 to 13, who developed 
sensitivity to trichophytin slowly 
(Table 1). Severity of infection 
index at 6, 30, and 300 spore 
sites, 64, 125, and 120, respec- 
tively. 


Fig 8.—Arm of patient (not one of 
subjects 1-13) and DTM culture plate 
inoculated eight days previously with 
six spore inoculum illustrates that one 
colony forming unit (microscopic ob- 
servation showed that spores were 
only rarely clumped, hence, in most 
cases one spore equals one colony 
forming unit) initiates single focus of 
infection on skin. 
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~~ Comment 


Factors Affecting the Experimental 
Infections.—Certain critically impor- 
tant variables affect experimental 
dermatophyte infections. The most 
important arethe following: (1) mois- 
ture, (2) the anatéMical site infected, 
(3),iifoculum size, and (4) the host's 
specific immunologic status. In this 
study, the first two variables were 
kept constant and the third factor 
was varied in a controlled manner in 
órder to elucidate the importance of 
the fourth factor, specific acquired 
immunity. 

To understand the immunologic as- 
pects of an infectious disease requires 
that the natural course of the infec- 
tion be studied in experimental ani- 
mals. The results of fungal infection 
studies in animals do not agree in 
principle with accumulated clinical 
experience. Experimental studies in 
humans have not cleared up this dis- 
agreement, primarily because host 
factors have not been adequately con- 
trolled. The natural course of experi- 
mental infections has been deter- 
mined, but unfortunately the role 
that prior infection (ie, acquired im- 
munity) may play in altering the 
course of the infection has not been 
resolved. The critical requirement for 
such ideal studies is to obtain subjects 
(nonexperienced or fungal virgins) 
who have never been infected with 
dermatophytic fungi. This is not easy 


` to do, since dermatophytes are com- 


monly found in the environment and 
approximately 90% of adult men have 
been infected (at least transiently) at 
some time in their lives. The impor- 
tance of careful trichophytin skin 
testing in this critical selection pro- 
cess cannot be overemphasized. We 
have found that delayed-type skin 
test reactions to a purified glycopep- 
tide antigen, even though they are 
only 1 to 2 mm in size and arise on the 
seventh and tenth day after testing 
(booster response), will invariably in- 
crease in size with repetitive test- 
ing.* Thus, individuals with small 
skin test reactions (any visible reac- 
tion) were considered immunologi- 
cally experienced with dermatophytic 
fungi and excluded from this study. 
Comparison of First and Second Ex- 
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perimental Infections.—The fungal vir- 
gins' presumed natural barriers to in- 
fection were overcome by occluding 
the spores for 96 hours, during which 
time the spores germinated and in- 
vaded the moist stratum corneum. 
The initial reaction of the skin to the 
invasion occurred to both the first and 
second infection (ie, immunologic 
status was unimportant). We have, 
therefore, labeled this, the first no- 
table phase of the host-parasite rela- 
tionship, as the primary irritant 
phase of infection (Table 2). The in- 
tensity of this dermatitis appears to 
be directly related to the inoculum 
size. This phase is probably an arti- 
fact due to occlusion, since it rapidly 
diminishes from the peak observed at 
unwrapping. The primary irritant re- 
action can only be appreciated in vir- 
ginal subjects as it is overshadowed 
by the intense allergic reaction seen 
on reinoculation. 

The initial size of the primary in- 
fection is roughly proportional to the 
number of spores in the inoculum. A 
few spores (six) initiated small inde- 
pendent foci of infection, whereas 600 
or more spores produced a confluent 
infection over the entire area. The 
maximum size a lesion may attain is 
not dependent on inoculum size but is 
rather determined by the rapidity 
with which delayed sensitivity devel- 
ops. Subjects 1 through 8 were the 
first to develop delayed sensitivity. 
The conversion took place rapidly, in 
a manner similar to the spontaneous 
flare of some individuals to potent 
contact sensitizers such as 2,4-dini- 
trochlorobenzene.” For each inoculum 
size, these subjects developed the 
smallest ringworms. In contrast, the 
five subjects whose skin test con- 
verted more slowly (also smaller size 
at emergence) developed the largest 
lesions. The size a primary infection 
may attain is so dependent on the 
rapidity of skin test conversion that 
some infections initiated by six 
spores in slow converters (subjects 9 
to 13) ultimately reached a larger size 
than infections initiated by 300 
spores or more in rapid converters 
(subjects 1-8). 

The second experimental inocula- 
tion produced an accelerated response 
reminiscent of a Koch type 2 reac- 
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tion^ (Table 2). The second experi- 
mental infection was ‘short-lived, and 
morphologie findingf of the lesions 
were atypical for tinea corporis. 
There was no spreading phase, fol- 
licular lesions were rare, and cultures 
were negative from all sites in six of 
seven subjects after the tenth day. 
This was in contrast to the primary 
infections where typical ringworm le- 
sions were seen that took up to ten 
weeks to heal and from which cul- 
tures were positive for an average of 
35.1 days. 

MID-50.—We have tried to differ- 
entiate between an active, progres- 
sive infection and a self-limited aller- 
gic contact-type dermatitis to a living 
organism. This distinction is difficult 
to make, for the morphologic appear- 
ance of an infection can be essentially 
duplicated by patch testing with dead 
fungi^ We have consequently de- 
fined an active or persistent experi- 
mental infection as that dermatitis 
produced by inoculation of the skin 
with infective fungal particles that 
persists for at least 21 days and from 
which the inoculated organism can be 
recovered on at least one occasion on 
the seventh day or later. The number 
of spores required to induce a persist- 
ent experimental infection in 50% of 
the subjects will be referred to as the 
MID-50. 

In the initial experiment, 12 of the 
13 fungal virgins developed a cultur- 
ally positive dermatitis at the six- 
spore inoculum site that persisted for 
at least 21 days and thus, by the crite- 
ria outlined above, could be classified 
as infected. The exact MID-50 is cer- 
tainly less than six spores, but cannot 
be caleulated, because we did not at- 
tempt to infect with less than six. 
spores. We know that a single spore 
can initiate independent foci of infec- 
tion (Fig 8). Thus, the MID-50 for 
normal adult male subjects with no 
evidence of prior infection (nonreac- 
tive trichophytin test) is between one 
and six spores. 

For the second inoculation, 6, 30, 
and 300 spores were used and none of 
seven, two of seven, and three of 
seven sites, respectively, were per- 
sistently infected as previously de- 
fined. The MID-50 was not reached, 
but, in these now immunologically ex- 
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perlenced subjects, it must be about 
300 spores. 

In most subjects, the immunity ac- 
quired from the first infection was 
great enough that if the 300 spore 
ihoculum had not been used in the 
second experiment, the immunity 
would have seemed absolute. With 
the second inoculation, most subjects 
developed some dermatitis from 30 
spores, but six spores elicited no reac- 
tion or only a few small dermatitic 
foci (Fig 4). The viability of the 
spores approached 100%, so it would 
seem highly likely that the spores 
germinated on the skin. It would ap- 
pear then that the specific immune 
mechanism destroys a large percent- 
age of the spores, and that when the 
inoculum is small and immune re- 
sponse great, not enough spores sur- 
vive to initiate an infection. 

By virtue of the temporal associa- 
tion between the spontaneous flares 
of trichophytin skin tests, the onset 
of inflammation at the infected sites, 
halt in spread of infection, and subse- 
quent healing, the obvious correlation 
of this enhanced resistance is acquisi- 
tion of a specific cell-mediated im- 
mune response. The histopathologic 
findings of an early (48 hours) experi- 
mental infection in an individual 
with delayed-type hypersensitivity to 
trichophytin show a mildly spongiotic 
epidermis and a round cell infiltrate 
in the papilary dermis and around 
the vessels. The histopathologic pic- 
ture is consistent with the cell-medi- 
ated nature of the host’s major re- 
sponse to dermatophyte infection. 


A Working Hypothesis 


In consideration of the pertinent 


literature, we interpret our observa- 


tions to mean that the normal human 
subject and the dermatophytic fungi 
interaet in the following manner. 
First, let us assume that our hypo- 
thetical subject is immunologically 
nonexperienced with the dermato- 
phytes. Providing that the neces- 
sary conditions are met, the organism 
invades the outer layers of the 
stratum corneum and penetrates to 
the granular layer. Here, theoret- 
ically, further downward penetration 
is blocked (lateral spread within the 
stratum corneum continues) by the 
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presence in the living cell layers of a 
factor that inhibits growth of the der- 
matophytes.** 

During the early stages of the host- 
parasite interaction (primary irritant 
and spreading phase), there is little 
evidence that the stratum corneum is 
heavily infested. After varying peri- 
ods of incubation (10 to 35 days in 
these 13 subjects), the individual re- 
sponds immunologically to the anti- 
gens produced by the organism. The 
macrophages and lymphocytes in- 
volved in this cell-mediated reaction 
are located in the dermis. These cells 
have been shown to produce factors 
(eg, lymphocytoxins) that mediate in- 
flammation and damage to host tis- 
sues. We have no experimental evi- 
dence that these mediators act 
directly on the fungi but this possi- 
bility deserves further study. It is 
more reasonable to assume that these 
mediators act directly on the host's 
living cells. This misdirected immuno- 
logic damage is reflected in the ecze- 
matous nature of the skin overlying 
an infected area (or skin test site). It 
appears safe to assume that the bar- 
rier function of the epidermis in such 
dermatitic sites is compromised (eg, 
effervescence of serum and crusting). 

With the epidermal barrier im- 
paired, serum antifungal factor could 
percolate into the stratum corneum. 
Serum antifungal factor has been 
shown to be fungistatic by Roth et 
al* and Inouye et al (unpublished 
data), which explains the association 
between the emergence of delayed 
sensitivity, halt in spread of the in- 
fection, and yet variable persistence 
of the organism in the healing skin. It 
is not known how serum antifungal 
factor inhibits the dermatophytes but 
this effect might be on the organism 
per se or on its extrinsic enzyme sys- 
tem. 

In either case, the “paralyzed” 
fungi would then be shed in the out- 
ward growth of the epidermis (epi- 
dermal effluvial current) which, inci- 
dentally, would be increased by the 
inflammation. Some support for pas- 
sive shedding of the fungi from the 
stratum corneum may be drawn from 
the observation that surface infec- 
tions heal more rapidly than hair fol- 
licle infections. In the latter type of 


infection, the organism olla} è re ow 
tained by the wall of the follicle an® a 


slowly eliminated. 

When the skin of an immunologi- 
cally experienced individual (eg, as ih 
the second experimental irffection) is 
invaded, the sequence of events is 
greatly accelerated: andis reflected as 
a relative immunity. Although mamly 
conjecture, the preceding paragraphs 
provide a working hypothesis of the 
normal human immunologic defenses 
against the dermatophytic fungi. 


Comparison With Other Studies 
and Clinical Experience 


This work confirms the early hu- 
man experimental studies of Bloch 
and Massini.' Indeed, this study sug- 
gests that the guinea pig and the nor- 
mal human respond in a similar man- 
ner to dermatophyte infection. The 
sporadic reports of a local immunity 
are diffieult to reconcile with our find- 
ings, considering that the relative im- 
munity we found correlates with sys- 
temie delayed-type hypersensitivity. 
There was no difference in the rate of 
healing of second infections in sub- 
jects primarily infected on the same 
or opposite forearm. Those three vol- 
unteers reinfected on the same arm 
had healed four months before the 
second inoculation. Thus, we would 
have missed a transient type of local 
immunity. 

Patients who are chronically in- 
fected obviously do not develop im- 
munity like the healthy volunteers 
reported herein. A report of the dif- 
ference in immunologic reactivity be- 
tween these two groups is in prepara- 
tion. 
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ycosis Fungoides,” pub- 
the affiliation footnote should have 


indicated that Thomas S. Breza, MD, and Lewis Capland, MD, are affiliated with the 


Department of Dermatology, University of Miami, Miami, Fla. 
In another article, "Gold Dermatitis: A Clinieal and Histo 
lished in the March ARCHIVES (109:372-376, 1974), 


pathological Study," pub- 
the affiliation footnote should have in- 


cluded the following sentence: "Dr. Ackerman is now at New York University Medical 


Center." 


Erroneous Book Price.—The price of the book, Lecture Notes on Dermatology, reviewed 


in the December ARCHIVES (108:862, 1973), should be $8, not $2.25. 
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In three patients there was evidence of 
concurrent pemphigus and bullous pem- 
phigoid. Each of the patients had both 
pemphigus and bullous pemphigoid anti- 
bodies in the serum, and IgG deposits 
were found in both intercellular and base- 
ment membrane zone regions by direct 
immunofluorescent examination. 

One patient presented the clinical, his- 
tologic, and immunologic features of both 
these diseases at the onset of her illness. 
Two other patients had been shown to 
have pemphigus vulgaris alone for a num- 
ber of months or years before the com- 
bined disease appeared. 

Repeated immunologic and histologic 
examinations are essential in the study of 
the major bullous diseases. An underlying 
complex of immunologic disturbances 
may be operative in the production of 
such cases of combined disease. 


ince 1964,! immunofluorescent (IF) 
techniques have materially 
strengthened the accuracy of diag- 
nosis of the major blistering diseases. 
The IF techniques have been gener- 
ally accepted as decisive in differ- 
entiating pemphigus, pemphigoid, 
and dermatitis herpetiformis. 

The IF studies also promise to be 
useful in the detection, analysis, and 
classification of atypical cases of bul- 

-lous diseases, such as those described 
before the immunofluorescent era by 
Winkelmann and Roth. Their pa- 
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tients had the acantholytic blisters of 
pemphigus, but clinically, the lesions 
resembled dermatitis herpetiformis 
and were responsive to dapsone ther- 
apy or to a combination of dapsone 
and steroid therapy. These authors 
refrained from giving their cases a 
specific diagnosis. They pointed out 
that their cases were “in the difficult 
zone between pemphigus and derma- 
titis herpetiformis, erythema multi- 
forme, and pemphigoid,” and pre- 
dicted that "there will always be 
eases which will not fit exactly a pre- 
conceived diagnostic pattern." In a 
similar atypical case, recently re- 
ported by DeMento and Grover, the 
IF- and histopathologic findings 
strongly favored a relationship to 
pemphigus vulgaris, but the patient 
responded to dapsone therapy and her 
lesions resembled those of dermatitis 
herpetiformis.^ 

The purpose of our paper is to pre- 
sent three cases in which features of 
both pemphigus and bullous pemphi- 
goid were found to coexist. Immuno- 
fluorescent studies in these cases 
made possible a more profound in- 
sight into the clinically unclassified 
cases belonging to the "difficult zone 
between various bullous diseases.” 


Report of Cases 


CASE 1.—An 84-year-old woman, who had 
been ill for four months, was admitted to 
the Department of Dermatology of the 
Warsaw Medical School in December 1972. 
Her first skin lesions, in the inguinal areas, 
had been considered to be intertrigo and 
had disappeared after local treatment with 
corticosteroids. Three months later, she 
had noted a single oral bullous lesion, 
which also disappeared rapidly. A few 
days before admission, she developed a 
more disseminated eruption. 

At the time of admission, the patient’s 
skin lesions were localized mainly on her 
abdomen and thighs, where they resem- 
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bled erythema multiforme. In her inguinal 
and pubic regions, there were discrete, 
round-to-oval, sharply demarcated, erythe- 
matous and edematous patches, without 
scaling, but with a slightly brownish pig- 
mentation. They closely resembled the le- 
sions associated with fixed drug reactions. 

A few days later, the patient developed 
a widespread bullous eruption, with blis- 
ters localized predominantly on apparently 
normal skin. Some of the bullae were flac- 
cid, others were hemorrhagic and tense 
(Fig 1). The flaccid bullae tended to break 
and spread peripherally (Fig 2). Her gen- 
eral condition was good, in spite of her ad- 
vanced age, and she complained of pru- 
ritus and a burning sensation on her skin. 
Routine laboratory studies and a clinical 
examination did not show important ab- 
normalities. 

Three blisters were examined histologi- 
cally and showed variable features. In 
some specimens, intraepidermal bullae 
with a few acantholytic cells appeared (Fig 
3). One biopsy specimen of a tense blister 
showed a subepidermal bulla with promi- 
nent inflammatory infiltration at its base 
(Fig 4). In another biopsy specimen, both 
of these types of blister could be seen (Fig 
5). In some of the papillae in the vicinity of 
such mixed blisters, there were dense col- 
lections of eosinophils resembling micro- 
abscesses (Fig 6). However, examination 
of other areas showed that these apparent 
microabscesses were found to be the 
eosinophilic spongiosis that has been 
described in very early lesions of pem- 
phigus.'* Studies by IF revealed IgG de- 
posits in locations characteristic of both 
pemphigus and bullous pemphigoid. 

Because of the patient's complaint of 
pruritus and a burning sensation, sulfa- 
pyridine was given for a few days in a dos- 
age of 2.0 to 3.0 gm daily. This treatment 
had no effect. Indeed, during this treat- 
ment, she developed numerous new lesions. 
After she was given prednisone, initially in 
a dosage of 30.0 and 50.0 mg/day and later 
in a dosage of 70.0 mg/day for two weeks, 
her skin cleared. She was then given a 
maintenance dose of 15 mg of prednisone 
daily and remained in full remission. Her 
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pemphigus and bullous pemphigoid anti- 
bodies gradually disappeared. 

Eight months after her first bout of bul- 
lous lesions, the patient was rehospitalized 
because of a relapse. At this time she had a 
few tense bullae on her legs. Indirect IF 
studies showed no antibodies, but direct IF 
staining of a biopsy specimen from a site 
adjacent to a lesion revealed a sharp line of 
IgG and of C binding at the basement 
membrane zone (BMZ). Tests in the inter- 
cellular areas were negative at this time. 
The histologic appearance of the lesions 
was that of a subepidermal bulla. On the 
basis of these clinical and laboratory find- 
ings, it appears that this relapse was 
purely of the bullous pemphigoid type. 

It should be stressed that the detection 
of these and the preceding changes in case 
l required repeated and detailed clinical 
observations and multiple laboratory stud- 
ies. 

Case 2.—An 87-year-old white man with 
a history of pemphigus vulgaris of 15- 
years duration was admitted to the Nassau 
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Fig 1.—Both flaccid (a) and tense (b) bullae on seemingly 
unchanged skin are in evidence. (case 1, Dec 19, 1972). 





County Medical Center on Nov 20, 1972. He 
had been treated intermittently with 
steroids, given systemically. His disease 
had been under fairly good control until 
shortly before admission. 

Abnormal physical findings were limited 
to the skin and mucous membranes. Exam- 
ination of the skin showed that there were 
multiple denuded areas in addition to large 
blisters, both tense and flaccid, involving 
his extremities and lower abdominal area 
(Fig 7 and 8). He also had erosions on his 
tongue, buccal mucosa, and soft palate. A 
Tzanck smear of several of the smaller 
vesicles showed acantholytic cells. A skin 
biopsy was performed on Nov 30, 1972, and 
showed that there was a suprabasal bul- 
lous lesion consistent with pemphigus vul- 
garis (Fig 9). Serum studies and IF exami- 
nations of the skin biopsy specimen 
subsequently supplied evidence of both 
pemphigus and bullous pemphigoid. Rou- 
tine laboratory tests did not yield excep- 
tional findings. 

The patient was treated with predni- 
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Fig 2.—Numerous erosions at site of disrupted bullae, with tendency 
to peripheral spreading; several days later (case 1). 


sone, 30 mg/day, and his skin lesions be- 
came almost completely epithelialized 
within one week. He was discharged one 
week later on a maintenance dose of 15 mg/ 
day of prednisone. 

The patient was subsequently read- 
mitted on Dec 20, 1972, at which time re- 
activation and secondary infection of his 
skin lesions was noted. Despite the admin- 
istration of prednisone in a dosage of 60° 
mg/day as well as topical and systemic an- 
tibody therapy, he continued to develop 
new lesions and was found to have tarry 
stools. 

After examination of results from hem- 
atologic studies, the patient was given aza- 
thioprine, 300 mg/day, in an effort to taper 
his steroid dosage and to obtain a better 
clinieal response. His condition worsened, 
however, and he died shortly thereafter on 
Jan 5, 1973. 

CASE 3.—A 73-year-old man, whose con- 
dition had been reported previously? had 
the association of pemphigus of eight 
months’ duration, with infarction of the 
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Theart and heart antibodies. At the time of 


the report, he hąd clinically typical pem- 


 phigus, and IF s&udies showed that IgG 


was limited to the intercellular spaces 
(ICS). A year later, he developed tense 
subepidermal blisters in addition to his 
flaccid pemphigus lesions. At this time, 
both intercellular and BMZ antibodies ap- 
peared in a titer of 80. This finding is com- 
pletely comparable to the findings in case 1 
and 2. The titers were confirmed in two of 
the laboratories (Warsaw and Buffalo) that 
participated in this study. 


Immunofluorescence Studies 


Standard IF methods were em- 
ployed.‘ The characteristics of the 
conjugates used in these studies are 
listed in the Table. 

Indirect IF studies of the first two 
cases, using Rhesus monkey esoph- 
agus as a substrate, showed both in- 
tercellular (IC) antibodies and anti- 
basement membrane antibodies (Fig 
10 and 11). Both types of antibody 
were also present simultaneously in 
the serum of patient 3 during the 
later stages of his disease. 

There appeared to be a close corre- 
lation between the disease activity 
and serologic findings in the first two 
cases. In case 1, both IC and BMZ an- 
tibodies gave a titer of 160 during the 
active phase of the disease, and both 
disappeared as the disease went into 
remission. In case 2, on the other 
hand, both types of antibody ap- 
peared in a titer of 320 initially, and 
the titers of both antibodies rose as 
the patient’s condition deteriorated. 
In case 3, the patient was not avail- 
able for further investigations. 

Direct IF staining of skin biopsy 
specimens from these patients also 
showed immune deposits that were 
consistent with both pemphigus and 

" bullous pemphigoid. In case 1, there 
was IgG both in the IC areas and in 
the BMZ adjacent to the lesions (Fig 
12). An adjacent section from the le- 
sion depicted in Fig 12 also showed 
BMZ deposits of C’4; but the IC areas 
were either negative or only weakly 
positive for C’4 (Fig 18). In other sec- 
tions of the same specimen, IgG 
staining of the BMZ appeared on the 
floor of the bulla (Fig 14). Deposits of 
IgA in the BMZ could also be de- 
tected, though these were somewhat 
weaker than either the IgG or C'4 
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Fig 3.—Intraepidermal bulla with few 
acantholytic cells (case 1) (hematoxylin- 
eosin, original magnification x 200). 





left) and partly subepidermal (at right) 
(case 1) (hematoxylin-eosin, original mag- 
nification x 200). 





C416 





Specificity 
Antihuman 
Light chain 
antibodies 
Sensitivity 





Fluorescein, „g/ml 125 

Protein, mg/ml 11.0 
F/P* X 1073 11.3 
F/P molar 4.6 
Antibody, mg/ml 2.7 
Units 8 

Dilution factor 1:64 


Antibody concentra- 
tion, „g/ml 42 


Cases tested 





* F/P indicates fluorescein-to-protein ratio. 
+ ND indicates not done. 


deposits. 

In case 2, a biopsy specimen from a 
lesion also contained IC deposits of 
IgG. Some areas also contained gran- 
ular IgG deposits in the BMZ (Fig 
15). 


Comment 


We believe that these three cases 
appear to be the first in which immu- 





Conjugate Characteristics 
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Fig 4.—Subepidermal bulla showing in- 
flammatory infiltrate (case 1) (hematoxy- 
lin-eosin, original magnification x 200). 
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Fig 6.—Eosinophilic microabscesses are 
seen in papillae. At left, periphery of 
subepidermal bulla can be seen (case 1) 
(hematoxylin-eosin, original magnification 
x 200). 


Conjugate Numbers 


C425 C403 






















C396 






IgA C'4 


127 66 252 
12.8 7.9 43.5 
9.9 8.8 5.8 
4.1 3.6 24 
1.9 0.4 NDf 
8 4 16 
1:64 1:4 1:32 
3 100 1/2 unit 


Case 1 


nologic evidence of the coexistence of 
both pemphigus and bullous pemphi- 
goid has been reported. The first case, 
which we had the opportunity of 
studying exhaustively, presents the 
most complete evidence that the pa- 
tient had both diseases simultane- 
ously. Apart from the immunologic 
evidence presented previously, it was 
found that the patient had two dif- 
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s erent” types of blisters, clinically. 
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me ‘blisters resembled those of 
pemphigus, presenting as flaccid 
bullae on seemingly unchanged skin; 


` others were tense and partially hem- 


orrhagic, resembling those of bullous 
pemphigoid. The histologic findings 


‘of subépidermal 4»uliae in some le- 


sions and suprabasal blisters in others 
confirmed the clinical and immuno- 
logic duality. 

In case 2, there also was immuno- 
‘logic and clinical evidence of the coex- 
istence of both diseases. The patient 
had a mixture of different types of 
bullae, and the rapid clinical improve- 
ment that followed treatment with 
relatively low doses of prednisone 
during his first admission supported 
the initial clinical impression of bul- 
lous pemphigoid. Since the histologic 
findings may vary from lesion to le- 
sion, as noted in case 1, the failure to 
find histologic evidence of bullous 
pemphigoid in the single biopsy speci- 
men from this patient does not pre- 
clude the possibility that such lesions 
were present, but it does underline 
the importance of performing mul- 
tiple biopsies in such complex cases. 

Case 3 displayed a remarkable 
transition; at first the clinical histo- 
logical and immunological findings 
showed typical pemphigus; but later 
the patient developed additional fea- 
tures of frank bullous pemphigoid as- 
sociated with circulating antibodies 
to both IC and BMZ antigens. Some- 


what comparable changes have oc- 


curred in case 1, in reverse sequence. 

Although these findings strongly 
suggest that our patients had simul- 
taneous pemphigus and bullous pem- 
phigoid, other possibilities must be 
considered. First of all, the possibility 
that other diseases may produce BMZ 
antibodies similar to those found in 
bullous pemphigoid needs to be ex- 
cluded. Circulating antibasement 
membrane antibodies have not been 
observed in diseases other than bul- 
lous pemphigoid‘ and cicatricial pem- 
phigoid.'^ The report of the occur- 
rence of similar BMZ antibodies in 
cicatricial pemphigoid is not rele- 
vant to our cases, and we have not 
been able to confirm the occurrence of 
such antibodies in other diseases, as 
reported by Misgeld." 
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Fig 7.—Denuded areas at sites of dis- 
rupted bullae are prominent (case 2). 
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Fig 8.—Tense bullae (arrow a) as well as 
flaccid bullae (arrow b) developed in this 
patient (case 2). 
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Fig 9.—Biopsy section from site marked 
b in Fig 8; suprabasal bulla with acan- 
tholytic cells is evident (case 2) (hema- 
toxylin-eosin, original magnification 
x 400). 


As far as the IC antibodies are 
concerned, IC fluorescence of the 
epithelium in indirect IF tests 
may sometimes be misinterpreted. 
Immunofluorescent staining patterns 
almost identical to those found in 
pemphigus may be found in some pa- 
tients with burns or toxic epidermal 
necrolysis*'?'*; moreover blood group 
antibodies may also simulate pem- 
phigus IF staining patterns." None 
of these pemphigus-like antibodies, 
however, bind in vivo, in contrast to 
true pemphigus antibodies and to the 
findings in our cases. Absorption with 
blood-group antigens, which was done 
as a matter of routine in our cases, 
demonstrated that the observed IC 
staining was not due to blood-group 
antibodies. 
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The “intercellular” fluorescence - 
that was found with direct IF stain- 
ing of skin from fixell drug eruption - 
due to phenolphthalein and in the 
basal cell layer of the epidermis in 
drug-induced toxic epidermal necrole 
ysis'^ differs from that found in cases 
of pemphigus. The fluorescence in 
these cases is essentially intracellular, 
ie, cytoplasmic. We mention this be- 
cause one of our patient's (case 1) had 
some lesions that resembled a fixed 
drug eruption. The IF staining pat- 
tern in these lesions, however, was 
identical to that found in the blisters 
which this patient developed later, 
and it was limited to the IC and to 
the BMZ. 

Our experience with these patients 
emphasizes the importance of re- 
peated examinations, both histologic 
and immunologic, in studying bullous 
diseases. In case 1, examination of 
multiple biopsy specimens was re- 
quired to show that the patient's le- 
sions had the histologic features of 
both pemphigus and pemphigoid. On 
the other hand, in case 2, the patient 
had been considered to have pem- 
phigus vulgaris for 15 years before 
the coexistence of bullous pemphi- 
goid was detected; this sequence of 
changes was also observed in the 
third case. In the third case, repeated 
IF studies enabled us to document the 
shift in pattern from pemphigus to 
combined disease. It may be that such 
cases occur more commonly than has 
been suspected. 

To aecount for the apparent coex- 
istence of two such rare diseases, we 
find most attractive a hypothesis 
based on the increasing evidence that 
these diseases may have immunologic 
determinants. Diseases of the pem- 
phigus group are known to be associ- ` 
ated with other diseases that are sus- 
pected to have an autoimmune origin, 
notably with myasthenia gravis or 
thymoma or both,''* discoid lupus 
erythematosus and systemic lupus 
erythematosus, and pernicious ane- 
mia.” A study of bullous pemphigoid 
showed that there was the concur- 
rence of immunologic phenomena of 
lupus erythematosus type," with an- 
ticoagulant factor VIII,” pernicious 
anemia” and with muscle striae auto- 
antibodies (E.H. Beutner, PhD, un- 
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Fig 10.—Indirect IF test with serum di- 
luted to 1:80. Fluorescence of both inter- 
cellular areas and of BMZ are evident 
(case 1) (original magnification x 400). 





Fig 12.—Direct IF stain for IgG of biopsy 
specimen taken adjacent to lesion. Strong 
intercellular as well as BMZ staining is evi- 
dent (case 1) (original magnification 
x 400). 





Fig 14.—Direct IF stain for IgG. Section 


from subepidermal lesion shows strong 
fluorescence of BMZ in floor of bulla; roof, 
which is not visible in this field, shows in- 
tercellular fluorescence (case 1) (original 
magnification x 400). 


published data). Thus, it is not sur- 
prising that two bullous diseases with 
known autoimmune features may oc- 
eur together. It seems possible that 
patients such as ours may, in fact, be 
suffering from an underlying immu- 
nologic disturbance that can give rise 
to one, two, or even multiple types 
of autoimmune responses or auto- 
immune diseases. 

This investigation was supported by grant 
09.32.10 from the Polish Academy of Science, by 


Public Health Service grant AM 10537, and by A.G. 
Schering, Berlin. 


Arch Dermatol/Vol 109, June 1974 





-= 


Fig 11.—Indirect IF test with serum di- 
luted to 1:40. Immunofluorescent staining 
pattern identical to one obtained in case 1 
serum, as shown in Fig 10 (case 2) (origi- 
nal magnification x 200). 





Fig 13.—Direct IF stain for C'4 on sec- 
tion comparable to one used in Fig 12. 
Strong fluorescence of BMZ and some 
weak intercellular fluorescence can be 
seen (case 1) (original 
x 400). 


magnification 
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Fig 15.—Direct IF stain for IgG in lesion 
biopsy specimen. Note intercellular local- 
ization of IgG and intraepidermal location 
of bulla. Ring of granules of IgG at BMZ of 
transected dermal papilla at bottom ap- 
pears to be a remnant of BMZ staining. 
This type of BMZ staining is seen in older 
lesions in bullous pemphigoid (case 2) 
(original magnification x 400). 


Nonproprietary Name 
and Trademark of Drug 


Azathioprine—Jmuran. 
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] Heitiagglutination Tests 
and Related Advances 
in Serodiagnosis of Syphilis 


Ronald N. Shore, MD, Philadelphia 


Preliminary studies indicate that he- 
magglutination tests for Treponema palli- 
dum antibodies compare favorably with 
the fluorescent treponemal antibody ab- 
sorption (FTA-ABS) test for serodiagnosis 
of syphilis. Hemagglutination tests appear 
to be as sensitive as the FTA-ABS test 
in all phases of syphilis except primary 


- syphilis and they are probably more sen- 


sitive in treated syphilis. These tests pos- 
sess a high degree of specificity but as 
with the FTA-ABS test, they give false- 
positive results in a small percentage of 
cases. Hemagglutination tests are much 
easier to perform and are more economi- 
cal than other available treponemal tests. 
Several laboratories are now considering 
use of hemagglutination tests for routine 
confirmation and screening of syphilis. 


ince the Treponema pallidum im- 
mobilization (TPI) test was in- 
troduced in 1949, more than a dozen 
other treponemal tests have been de- 


— veloped for the serodiagnosis of syph- 


P Ai 


ilis. Most of these tests have fallen 
into disfavor, since they lacked ade- 
quate sensitivity or specificity or pre- 
sented major technical difficulties. 
The fluorescent treponemal antibody 
absorption (FTA-ABS) test intro- 
duced in 1963 appeared to surmount 
these problems and it is currently the 
most popular treponemal test. This 
test is extremely sensitive, and it ini- 
tially appeared to be highly specific. 
However, in recent years, several re- 
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ports have indicated that the test 
lacks specificity in certain patients, 
particularly those with lupus ery- 
thematosus or other disorders with 
inereased or abnormal globulins. The 
test requires skill in interpretation, is 
time-consuming, and is too costly for 
routine screening. 

Reports of hemagglutination tests 
for the serodiagnosis of syphilis be- 
gan to appear in 1965.* Since then 
several tests have been evaluated in 
clinical studies. These studies have in- 
dicated that hemagglutination tests 
compare favorably with the FTA- 
ABS test in sensitivity and specific- 
ity and are more economical and eas- 
ier to perform. 

This paper will survey the proper- 
ties and limitations of the hemagglu- 
tination tests and compare them with 
other tests now in use for the sero- 
diagnosis of syphilis. 


Tests for Syphilis 


Current Tests for Serodiagnosis of 
Syphilis.—Serodiagnosis of syphilis in- 
volves the use of treponemal and 
nontreponemal tests. Nontreponemal 
tests, such as the VDRL and rapid 
plasma reagin (RPR), detect anti- 
bodies referred to as reagins that re- 
act with cardiolipin-lecithin antigens. 
Reagins are present in most persons 
with syphilis but are not specific for 
the disease. Nontreponemal tests are 
useful as screening tests for syphilis 
and may be quantitated to follow the 
course of the disease after therapy. 
These tests are highly sensitive in the 
secondary stage of syphilis. However, 
nonreactive results occur in approxi- 
mately one fourth of the cases of pri- 


fieity of these tests is poor compared 
with treponemal titers 

tive reactions occur frequently. False- 
positive reactions may occur in associ- 
ation with viral infections, connective 
tissue disorders, narcotic addiction, 
and pregnancy and may also result 
when syringes or needles used to ob- 
tain blood are contaminated by traces 
of disinfectant (benzalkonium chlo- 
ride or ethylhexadecyldimethylammo- 
nium bromide): Other common 
causes of false-positive reactions are 
listed in the Table. In cases where 
false-positive reactions are suspected, 
it has been the practice to perform 
treponemal tests, such as the TPI, 
FTA-ABS, or the microhemagglu- 
tination assay for T pallidum anti- 
bodies (MHA-TP). These tests are 
more specific than nontreponemal 
tests, since they measure antibodies 
to T pallidum itself. It appears, 
however, that even treponemal tests 
may occasionally yield false-positive 
results. 

The TPI test is the oldest of the 
currently employed treponemal tests. 
The test measures the ability of the 
patient's serum plus complement to 
immobilize a suspension of live Nich- 
ols strain T pallidum. This test is 
slightly less sensitive than the FTA- 
ABS test in all stages of syphilis,* but 
it is highly specific and may still be 
the most specific of all the serologic 
tests for syphilis. The TPI test is 
expensive and exceedingly difficult 


‘to perform and has been largely re- 


placed by the FTA-ABS test as the 
generally employed confirmatory test 
for syphilis. 

The FTA-ABS test is an immuno- 
fluorescent test that combines a desic- 


cated, standardized, killed suspension ' 


of Nichols strain T pallidum, fluores- 
cein  isothiocyanate-labeled anti- 
human y-globulin and the patient's 
serum, following absorption with a 
standardized water-soluble extract of 
nonpathogenic Reiter treponemes. If 
syphilis antibodies are present in a 
tested serum specimen, they will at- 
tach to the 7 pallidum. Fluorescein- 
labeled antihuman y-globulin will in 
turn attach to these antibodies so 
that such preparations viewed under 
ultraviolet light will demonstrate 
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nd false-posi* . 
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* sitive test fo 


fuerescing treponemes. The FTA- 
ABS test i aem to be the most sen- 

r*untreated syphilis? and 
is usually the first test to become re- 
active in primary syphilis.’ Despite 
automation of slide processing, the 
test is time-consuming and costly, and 
it is impractical for routine screening. 
The test was initially considered to be 
highly specifie, but several reports 
have suggested that false-positive re- 
actions do occur. In a study of 150 
patients with lupus erythematosus, 
Kraus et al’ found 22 patients with 
nonreactive TPI tests and no history 
of syphilis whose FTA-ABS tests 
were reactive. In 11 of these pa- 
tients, FTA-ABS tests demonstrated 
an atypical beaded pattern, while in 
the other 11 cases, the commonly seen 
homogeneous pattern was present. 
The beaded pattern is not usually 
seen with syphilis sera, but it has 
been found in association with lupus 
erythematosus, rheumatoid arthritis, 
scleroderma, and mixed connective 
tissue disease. The beading phenom- 
enon has also been observed in some 
patients without evidence of connec- 
tive tissue disorder; A presumably 
false-positive FTA-ABS test associ- 
ated with false-positive VDRL and 
Kline tests has been reported in a 
man with drug-induced lupus ery- 
thematosus.’ All tests became non- 
reactive following cessation of drug 
therapy. Transiently reactive FTA- 
ABS and VDRL tests were reported 
in a patient following smallpox vacci- 
nation," and a transiently reactive 
FTA-ABS test was reported in an- 
other patient during pregnancy." 
Three probably false-positive FTA- 
ABS tests were found in a study of 
200 nuns with no history of acquired 


' or congenital syphilis, and a reactive 


FTA-ABS test was also reported in a 
20-year-old woman who denied hav- 
ing had coitus, had an intact hymen, 
and had no history suggestive of a 
chanere or evidence of congenital 
syphilis.^ As with other treponemal 
tests, FTA-ABS tests commonly yield 
reactive results on sera from persons 
with nonvenereal treponematoses 
(bejel, pinta, and yaws). Increased 
specificity of the test may be achieved 
in the future, however, by absorption 
of serum with additional nonsyphili- 
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tic treponemes.'* 

Hemagglutination Tests for Serodiag- 
nosis of Syphilis.-In 1965, Rathlev* 
described the first hemagglutination 
test for the serodiagnosis of syphilis. 
The test employed sheep erythrocytes 
sensitized with ultrasonicated Nichols 
strain T pallidum and indicated anti- 
treponemal antibody by macrohemag- 
glutination. In 1966, Tomizawa and 
Kasamatsu'* modified the test by in- 
troducing an absorbing reagent to re- 
move cross-reacting antibodies. Mac- 
rohemagglutination tests for syphi- 
lis with additional modifications were 
described by Le Clair'? and Sequeira 
and Eldridge.” In the latter case, ab- 
sorption of sera was made unneces- 
sary by the use of fowl erythrocytes. 
In 1969, Cox et al' described an 
automated quantitative microhemag- 
glutination assay for T pallidum 
antibodies. Further experiences with 
microhemagglutination assays have 
been reported by Logan and Cox," 
Coffey et al,” Johnston," Garner et 
al> Blum et al, Dixon et al,’ and 
Vete et al.** Reagents for the MHA- 
TP test are now commercially avail- 
able. 

Hemagglutination tests for syphi- 
lis have been found to be easy to per- 
form, requiring neither highly skilled 
staff nor expensive equipment.'*?? 
These tests may be quantitated, but 
whether this has any worthwhile ad- 
vantage has not been established. 

Sensitivity of ^ Hemagglutination 
Tests for Syphilis.-Studies of sera 
from syphilitie patients have sug- 
gested that hemagglutination tests 
are slightly more sensitive than the 
TPI test** and are equal in sensitivity 
to the FTA-ABS test in all stages of 
syphilis except primary syphilis'*:? 
(Table). The FTA-ABS test appears 
to become reactive earlier in the 
course of syphilis than hemagglutina- 
tion tests, but once reactive, the lat- 
ter appears less likely to become non- 
reactive as a result of treatment.'* 
Logan and Cox'* found their micro- 
hemagglutination assay less sensitive 
than the FTA-ABS test in untreated 
primary syphilis but more sensitive in 
treated cases. In secondary, latent, 
and late syphilis, reactivity of sera 
with hemagglutination tests ap- 
proaches 10045.:5:9-' In treated cases 


e . 
of latent and late syphili$, a 
of microhemagglutination ¢ests 


pears to be greater than that of the * 


FTA-ABS test. In congenital syphi-* 
lis, hemagglutination tests appear.to 
be considerably more sensitive than 
nontreponemal tests, and they dre 
probably more sersitive than*the TPT 
test." Le Clair'* obtained reactixe re- 
sults in eight of ten cases of congeni- 
tal syphilis while Sequeira and Eld- 
ridge“ obtained reactive results in 41 
of 42 cases. 

Specificity of ^ Hemagglutinatron 
Tests for Syphilis.—Specificity of he- 
magglutination tests has been investi- 
gated largely by studies of “normals” 
and "false-positive reactors." "Nor- 
mals" are persons believed free of 


syphilis on the basis of negative his- : 


torical and clinical findings and of 
nonreactivity on one or more syphilis 
tests. "False-positive reactors" are 
persons without historical or clinical 
evidence of syphilis whose reactive 
results on one or more serologic tests 
are thought to represent false-posi- 
tive reactions. 

Studies of normals have suggested 
that hemagglutination tests are 
highly specific. Microhemagglutina- 
tion tests have been reported to be 
nonreactive in large series of normals 
in 99.1%,?° 99.4%, and 99.7%» of 
cases. A macrohemagglutination as- 
say was reported to be nonreactive in 
over 99.9% of 35,000 antenatal pa- 
tients when those with a history of 


treponematosis or reactive TPI or~ 


FTA-ABS tests were excluded." 

In studies of false-positive reactors, 
hemagglutination tests have yielded 
nonreactive results in most instances. 
In series of 100 or more patients, non- 
reactive results have been reported in 
88.7%, 95%,'* 97.8%," and 98.2% of 
cases. The lower percentages in these 
studies compared with those in previ- 
ously cited studies of normals are 
probably a reflection of two factors: 
(1) persons with false-positive VDRL 
or RPR tests may have a higher than 
normal incidence of false-positive 
hemagglutination tests and (2) a 
series of false-positive reactors may 
include some persons who in actuality 
have latent or previously treated 
syphilis. There is indirect evidence to 
suggest both of these possibilities. 
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VDRL TPI FTA-ABS MHA-TP 
Nonspecific antibodies Antibodies Antibodies Antibodies 
(reagins) detected to T pallidum to T pallidum to T pallidum 
by flocculation with detected by detected by detected by 
lipoidal antigens treponemal immunofluorescence hemagglutination 
. , æ ` immobilization 
T Sensitivity 
Type of Syphilis, % Type of Syphilis, % Type of Syphilis, % Type of Syphilis, % 
Primary, 78 Primary, 56 Primary, 85 Primary, 64-94 
Secondary, 97 Secondary, 94 Secondary, 99 Secondary, 96-100 
Latent, 74 Latent, 94 Latent, 95 Latent, 95-100 
Late, 77 Late, 92 Late, 95 Late, 95-100 
; Specificityt 
Ce alic DN VI Ke CRECOP  ————————————————————————————— 
Low Highest High High 


Apparent False-Positives 
Lupus erythematosus 


Technical Errors 
Antibiotics in serum 


Apparent False-Positives 
Lupus erythematosus 


Acute False-Positives 
Viral infections 


Atypical pneumonia specimen (trepone- Drug-induced lupus Leprosy 

Smallpox vaccination micidal) syndrome Infectious 

Acute paroxysmal Antioxidants in stopper Scleroderma mononucleosis 
nocturnal hemoglobin- of specimen tube Rheumatoid arthritis Pregnancy 


Disorders with abnormal 
or increased globulins 


uria (treponemicidal) 


Pregnancy 


Contamination by dis- 
infectants 

Chronic False-Positives 

Lupus erythematosus 

Other connective tissue 
disorders 

Leprosy 

Malaria 

Cryoglobulinemia 

Narcotic Addiction 

Aging 


















Screening test 
Evaluation of 
therapy 


* Type of antibodies detected. 


Smallpox vaccination 


Confirmatory 
test except for 
primary syphilis 


Pregnancy 


Indications 


Confirmatory 


of syphilis 
Cost and Ease of Performance 


Low cost, simple Expensive Expensive 
to perform Very difficult to equipment 
perform required 


Skilled technicians 


required to read 
slides 


test for all phases 











Confirmatory test 
except for primary 
syphilis 


Economical 
Easy to perform 


t Data for VDRL, TPI and FTA-ABS tests from Deacon et al,3 and data for MHA-TP test from Logan et al? and Coffey et al.?? 
t Conditions associated with false-positive reactions. 


False-positive VDRL reactions have 
been temporally associated with 
false-positive FTA-ABS reactions in 
cases of drug-induced lupus? and 
smallpox vaccination.” It, therefore, 
appears conceivable that false-posi- 
tive VDRL and hemagglutination 
test reactions could occur simultane- 
ously, and that in some cases they 
might also be associated with false- 
positive FTA-ABS test reactions. 
There is also evidence to support the 
second possibility that some persons 
in a series of false-positive reactors 
have unrecognized syphilis. In the 
past, in several series of so-called 
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false-positive reactors as many as 
50% of cases ultimately proved to be 
due to syphilis.' In recent years, the 
use of the more sensitive FTA-ABS 
test has probably reduced the occur- 
rence of syphilities in such series. 
However, some cases of syphilis are 
probably not detected by the FTA- 
ABS test and may be detected by 
hemagglutination assays. This would 
seem particularly likely in cases of 
treated syphilis. 

Hemagglutination tests have been 
studied in several conditions in which 
false-positive or reactive results 
might be expected to occur. Trepone- 


mal hemagglutination tests were re- 
active in 1I5 patients with yaws,'**' 
but were nonreactive in two patients 
with pinta.'^ Blum et al* studied 21 
patients with positive antinuclear an- 
tibody tests and nonreactive auto- 
mated reagin tests. None of these pa- 
tients had reactive  treponemal 
hemagglutination studies, but one pa- 
tient had a reactive FTA-ABS test. 
Garner et al^? found that one of nine 
patients with connective tissue dis- 
ease and false-positive VDRL tests 
also had a reactive hemagglutination 
test. They also discovered that seven 
of 267 patients with lepromatous lep- 
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"weey had reactive hemagglutination 
tests but nonreactive TPI and FTA- 
b. * ABS tests.” B maitive hemagglu- 
v tination tests appear to be extremely 
. uncommon in persons with recent 
e Vaccination,” pregnancy," and infec- 
b tious mononucleosis.” However, prob- 
able instances of false-positive reac- 
tions have been reported in the last 

two mentioned conditions.??-?: 

These findings suggest that he- 
magglutination tests have a high de- 
gree of specificity but that they prob- 
ably produce false-positive results in 
a small percentage of cases. Hemag- 
glutination tests do appear capable of 
distinguishing the vast majority of 
patients with present or past syphilis 
from those with false-positive reac- 
tions. Additional clinical experience 
will be needed, however, to confirm 
their reliability. 

Clinical Applications of Hemaggluti- 
nation Tests.-Hemagglutination as- 
says compare favorably with FTA- 
ABS and TPI tests in sensitivity and 
specificity. They are less sensitive 
than the FTA-ABS test in primary 
syphilis but appear more sensitive 

p than the FTA-ABS and TPI tests in 
late and treated cases.'*?? These prop- 
erties, combined with economy and 
ease of performance, make hemag- 
glutination assays an attractive al- 
ternative to other confirmatory tests 
presently employed for the serodiag- 
nosis of syphilis.'^?*?? Hemagglutina- 
tion tests would appear to be of par- 
ticular value in the diagnosis of 
latent, late, and congenital syphilis. 
They would not be suitable for the 
diagnosis of congenital syphilis in the 

W young infant, as positive reactions 

due to maternal antibody may persist 
for up to about six months after 

* birth.” In very early congenital syph- 

ilis, the IgM-FTA-ABS test appears 
to be the most helpful study. 

Several reports? have indicated 
that hemagglutination tests may be 
useful in evaluating problem cases. 
Logan and Cox’ used a micro- 
hemagglutination assay to study 19 
patients with borderline FTA-ABS 
test results. These investigators ob- 
tained reactive results with their as- 
say in six of eight patients with syph- 
ilis, but nonreactive results in all 11 
patients believed to be nonsyphilitic. 


TS 
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Sequeira and Eldridge,” Dixon et al” 
and Uete et al suggested that he- 
magglutination assays could distin- 
guish between syphilitic and false- 
positive sera. Blum et al** and Garner 
et al, however, expressed reserva- 
tions and concluded that hemaggluti- 
nation test results were less reliable 
than those of the FTA-ABS test in 
problem cases. 

Hemagglutination assays may be 
employed as screening tests for syph- 
ilis. They are more expensive and 
time-consuming than nontreponemal 
tests, but technically they can be per- 
formed on all specimens received by a 
laboratory performing serologic tests 
for syphilis.” Hemagglutination tests 
are reactive in 95% to 100% of pa- 
tients with untreated latent and late 
syphilis,’*"* whereas presently em- 
ployed screening tests such as the 
VDRL test are reactive in only about 
three fourths of such patients.? Since 
latent and, frequently, late syphilis 
are discovered by serologic tests, a 
highly sensitive screening test seems 
desirable. 

Hemagglutination test results may 
be quantitated but whether this has 
any worthwhile advantage has not 
been resolved. Hemagglutination as- 
says do not appear particularly valu- 
able in evaluating the effectiveness of 
therapy since titer response to treat- 
ment is slower and much less pro- 
nounced than with VDRL and RPR 
tests.?°6 

The future for hemagglutination 
tests in serodiagnosis of syphilis is 
promising. Unlike FTA-ABS and TPI 
tests, hemagglutination assays do not 
require intact treponemes and, there- 
fore, lend themselves to study of vari- 
ous treponemal fractions.” This has 
raised the hope that eventually it 
may be possible to sensitize erythro- 
cytes with an antigen specific for T 
pallidum alone, thus achieving a com- 
pletely specific serologic test for syph- 
ilis. 
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: Atrophie Blanche* 


A Sign of Dermal Blood Occlusion 


-: 


Danilo V. Stevanović, MD, Belgrade, Yugoslavia 


Atrophie blanche is not a disease but a 
symptom of different disorders. It can de- 
velop as such or be preceded by small, 
usually painful ulcers that heal slowly. 
Telangiectasia may be an associated fea- 
ture. 

The underlying pathologic change is 
represented by partial or complete occlu- 
sion of some dermal blood vessels; this is 
a result of fibrinous, or fibrinoid, deposit 
and/or on occasion intimal proliferation. 

Lesions of atrophie blanche are more 
likely to occur at sites that have a rela- 
tively poor blood flow. One patient had es- 
sential cryoglobulinemia in whom at- 
rophie blanche with ulcerations was the 
main clinical feature. Three others had 
systemic lupus erythematosus, sclero- 
derma, and lymphoma, respectively, with 
atrophie blanche as an accompanying 
feature. 
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P do blanche (white atrophy) 
is a sign of dermal blood oeclu- 
sion. It is not a disease but a symp- 
tom of different disorders. It can de- 
velop as such or be preceded by small, 
usually painful ulcers that heal 
slowly. Telangiectasia may be an as- 
sociated feature. The underlying 
pathologic change is a partial or com- 
plete occlusion of some of the dermal 
blood vessels. This is a result of fibri- 
nous or fibrinoid deposit and on occa- 
sion of intimal proliferation. Areas of 
atrophie blanche are more likely to 
occur at sites that have a relatively 
poor blood flow. 

An unusual course of a patient with 
multiple lesions of atrophie blanche 
seems to warrant recording. I also re- 
port cases of three other patients 
whose diseases, apart from the pres- 
ence of atrophie blanche, had nothing 
in common with those of the other 
patients reported or with the more 
often encountered atrophie blanche 
that occurs on the lower extremities— 
usually in association with vascular 
disturbance. 


Report of Cases 


CASE 1.—A 46-year-old man has been un- 
der my care for the last 13 years. The rea- 
son for his first consultation in 1960 was 
the onset of a painful ulcer on the right 
heel a few months previous to the visit. 
Areas of atrophie blanche, scattered 
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mainly over the dorsal and lateral surfaces 
of both feet, were noted. They had been 
present for several years but had not 
caused the patient any inconvenience. An 
ulcer, 1.5 x 1.0 em in diameter, was present 
on the right heel. The ulcer was deep and 
the surrounding skin erythematous. Ap- 
proximately on the same site of the left 
heel, the skin was erythematous. The ir- 
regularly shaped areas of atrophie blanche 
were scattered on the dorsa of some toes 
and along the sides of the feet (Fig 1). Sev- 
eral smaller lesions were present on the 
dorsa of the fingers and over the knuckles 
of the metacarpophalangeal joints. Stellate 
telangiectases were present near the le- 
sions as well as in the surrounding normal 
skin. The treatment given included local 
application of compresses of 3% boric acid 
and of chloramphenicol ointment and oral 
administration of vasodilator drugs. There 
was no improvement, and the ulcer gradu- 
ally enlarged. After approximately three 
months, an ulcer developed on the left heel. 
No necrosis was seen to precede the devel- 
opment of this second ulcer. Neither ulcer 
showed any sign of healing. By 1970, the 
size of the ulcer on the right heel was 
8.55.0 em and that on the left, 3.0x 1.5 
cm. 

In the intervening years, several small 
ulcers, usually preceded by necrosis, de- 
veloped on the dorsa of the feet, and al- 
though they were slow to do so, they even- 
tually healed. Two ulcers also developed in 
the right crural region. The smaller ul- 
cers healed, leaving an area of atrophie 
blanche; the larger ones, particularly those 
on the shins, healed, leaving ordinary thin 
atrophic scars. 

On three occasions, larger superficial ne- 
crotic areas of skin suddenly developed 
(Fig 2). Although some areas of atrophie 
blanche developed at the site of healed ne- 
crotic regions, others developed without 
any apparent previous skin changes. The 
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areas of atrophy, as well as the skin sur- 


rounding them, were sometimes dotted 
*with hemorrhagic-like changes. The pa- 
tient noticed that the cold made lesions 
worse and more painful. 

In early 1971, intense erythema with 
edema developed suddenly on the ulcerated 
toes and the adjacent skin of the right 
foot. Pain on pressure was intense. Six 
months later, the patient brought us a 
small bone that he said had found its way 
out between the third and fourth toes one 
month previously (Fig 3). The bone had a 
crest-like surface. It was decalcified, and a 
histopathological examination was carried 
out. The fourth toe was shorter and still 
edematous. The erythema had dis- 
appeared. 

An x-ray film showed that the middle 
part of the phalanx was missing, with its 
epiphyses collapsed and touching each 
other. The patient was last seen in Janu- 
ary 1973 when there were new small ne- 
crotic areas on the pinnae. 

Histological examination of a telan- 
giectatic area of the dorsum of the hand 
showed dilated blood vessels under a flat- 
tened and moderately atrophic epidermis. 
Within some of them, clumped blood cells 
and a small amount of fibrinoid material 
were seen. The walls of the blood vessels 
and their surroundings appeared normal. 

An early clinically necrotic lesion re- 
vealed necrotic changes of the lower epi- 
dermis and the adjacent uppermost der- 
mis. A cavity had formed at the site. 
Several blood vessels underlying the ne- 
erotic region were occluded by fibrinoid 
material. There were no changes in their 
walls, nor was there perivascular infiltrate 
(Fig 4). 

Biopsy of a well-established lesion of at- 
rophie blanche showed moderate epidermal 
atrophy with flattened rete ridges. Within 
the mid-dermis and subcutaneous tissue, 
several blood vessels were partially or com- 
pletely occluded by fibrinoid material. One 
such vessel showed intimal proliferation. 
There was virtually no perivascular cellu- 
lar infiltration of the occluded vessels. 
Within the dermis, there was no increase 
in fibroblasts, and the elastic fibers ap- 
peared normal. 

A section from the inflamed skin of the 
plaque overlying the necrotic bone showed 
an apparently unchanged epidermis, but 
there were enlarged capillaries with endo- 
thelial swelling. Histochemical studies 
showed the fibrinoid deposit within the lu- 
men of the blood vessels to be moderately 
and variably PAS-positive and diastase-re- 
sistant. In one occluded blood vessel, Al- 
cian blue-positive material was also seen. 
Sections of the bone showed some of its lu- 
mina to be occluded by a PAS-positive ma- 
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Fig 1.—Atrophie blanche lesions, telangiectasia and one ulcer (case 1, 1960). 


Fig 2.—Recent necrotic lesion with atrophie blanche lesions (case 1). 


terial. 


The results of the routine laboratory 
studies were normal. 

The following relevant investigations 
gave normal results: extensive coagulation 
studies (bleeding time, clot retraction, 
platelet count, whole blood clotting time, 
Howell time, prothrombin time, factors 
V, VII, VIII, and XIII, prothrombin (fac- 
tor II) and prothrombin consumption, TG- 
thromboplastin, fibrinogen, and fibrinoly- 
sis), cold agglutinin, antinuclear factor, 
rheumatoid factor test, Rose-Waaler test, 
latex fixation test, antistreptolysin O, C- 
reactive protein, and sternal marrow punc- 
ture. 

The total serum protein optical electro- 
phoresis results were as follows: albumin, 
53.8 rel% and globulins—a,, 4.5 rel%; a, 2, 
6.9 rel%; B, 15.8 rel%; and y, 19 rel%. The to- 
tal serum protein value was 7.8 gm/100 ml, 
and the blood sedimentation rate (BSR) at 
4 C was 2/4 mm and at 20 C, 6/55 mm. 





Cooling of the serum produced a trans- * 
parent gel occupying nearly half the total 
serum volume. The blood sample (10 ml) 
was taken in the standard way for the in- 
vestigation of cryopathies. 

With the use of immunoelectrophoresis, 
single radial diffusion (Behring immuno- 
plates), and optical electrophoresis, the 
whole serum, supernatant, and cryogel 
precipitate were investigated. The cryogel 
precipitate was first washed and redis- 
solved in physiological saline solution (5 
ml). On rewarming, the cryogel precipitate 
did not redissolve completely. Analysis of 
the cryogel precipitate showed it to consist 
of a single IgA component, while optieal 
electrophoresis revealed y-globulin and 
also a £-globulin fraction. 

CASE 2.—A 42-year-old woman was re- 
ferred to us in 1971 by the clinic in which, 
for the previous two years, she had been 
treated for systemic lupus erythematosus. 
The diagnosis had been made on the basis 
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Fig 3.—Fourth toe is shorter due to destroyed second phalange (case 1). 


Fig 4.—Necrosis involving lower epi- 
dermis and uppermost dermis. Below it, 
three segments of presumably the same 
ascending blood vessel (arrows) and sev- 
eral capillaries are occluded by fibrinoid 
material (case 1) (hematoxylin—eosin, 
original magnification x 280). 





of abnormal results of laboratory examina- 
tions. The patient said that her skin lesions 
had been present for a year. Only in some 
had atrophy been preceded by ulceration. 
Apart from the atrophic lesions described, 
no other skin changes were observed. 


On examination, several  variously 
shaped lesions of atrophie blanche approxi- 
mately 0.60.6 em in diameter were pres- 
ent on the dorsa of the hands and feet, 
mainly around the nail folds. Other lesions 
were situated on the extensor surface of 
the forearms below the elbow (Fig 5). 
Three slightly larger plaques, 1.5x 1.5 em 
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in size and one above the other, were pres- 
ent over the lumbar area of the spine. Nei- 
ther cryoglobulin nor cold agglutinin was 
found. Biopsy of one of the white atrophic 
lesions showed the epidermis to be moder- 
ately hyperkeratotic and other layers 
atrophic. A marked degenerative liquefac- 
tion of the basal layer was present. In the 
mid-dermis, there was a precipitate of fibri- 
noid material around the blood vessels and 
on the collagen bundles. The walls of some 
of the blood vessels were damaged, and in 
others, there was pronounced endothelial 
proliferation with a deposit of fibrinoid 
material within the lumina. The blood ves- 
sels of the upper dermis were less affected, 
the fibrinoid material being deposited only 
around their walls with less present on col- 
lagen bundles. A moderate round cell peri- 
vascular infiltrate was present. 

CASE 3.—A 57-year-old woman was re- 
ferred to us in 1971 with a history of pro- 
gressive scleroderma. During the previous 
three years, there had been acrosclerotic 
changes. The patient had symptomless le- 
sions on her back, the duration of which 
she could not recall. 

On examination, there were several 
livedo-like lines situated on the upper part 
of her back and arms. Within some of 
them, there were patches of atrophie 
blanche (Fig 6). 

Routine laboratory findings were within 
normal limits. The BSR was 65/102 mm. 
The total serum protein value was 7.2 
gm/100 ml, with a reversed albumin-globu- 
lin ratio of 2.80:4.40 gm/100 ml (albumin, 
39 rel?; globulins—a,, 4.55 rel%; a,, 12.53 
rel%; B, 10.40 rel%; y, 33.70 rel%). Immuno- 
electrophoretic examination showed an in- 
crease in IgA and IgM. No paraprotein or 
eryoglobulin were found. There were no 
cold agglutinins. 

Histopathological examination of a le- 
sion of atrophie blanche showed a moder- 


ately atrophic epidermis and modewemt 


condensation and hyalinization of collagen 
fibers throughout the dermis. There wag 
also a moderate increase in fibroblasts. In 
an ascending blood vessel, there was ec- 
tasia in its lowest segment and there were 
clumped blood cells and fibrin in its two 
higher segments. There was mild peri- 
vascular inflammation. In a transverse 
blood vessel, there was endothelial prolif- 
eration and a thrombus (Fig 7). A slight 
mononuclear cell perivascular infiltrate 
was present. 

CASE 4.—A 30-year-old man consulted us 
in 1971 because of the development, over 
the previous years, of skin tumors. On ex- 
amination, several large plaque-like tu- 
mors of the trunk were seen. Within one 
tumor, in the right hypogastrium, one 
large (25 em in diameter) and several 
small lesions of atrophie blanche were 
seen. On the large plaque, a superficial ul- 
cer was also present (Fig 8). 

A biopsy specimen of a tumor and of a 
patch of atrophie blanche was taken. The 
tumor was diagnosed as lymphocytic lym- 
phoma. The atrophic patch showed, under 
a moderately atrophic epidermis, a round 
cell infiltrate occupying the whole of the 
visible dermis. Within the lumen of some 
blood vessels, fibrinous material was pres- 
ent. No endothelial proliferation was pres- 
ent. 

The results of coagulation studies were 
normal; neither cryoglobulin nor cryofi- 
brinogen was found. 


Comment 


In the first patient, both the at- 
rophie blanche and necrotic ulcerated 
lesions could be explained by the par- 
tial or complete occlusion of blood 
vessels. The serum protein and immu- 
noelectrophoresis excluded dysprote- 
inemia; however, gel-like cryoprecipi- 
tate was considerable. It was shown 
to include both IgA and f-globulin. 


The heterogeneity possibly reflects s 


the rise in 8-globulin fraction. A more 
detailed study of this eryoglobulin, to- 
gether with the study of some other 
cryopathies, will be presented else- 
where. 

Since the patient has been develop- 
ing symptoms ascribable to cryoglob- 
ulin for more than a decade, during 
which time none of the conditions 
otherwise associated with the abnor- 
mal globulins had been found, his 
eryoglobulinemia—by present knowl- 
edge—could be regarded as "essen- 
tial" The material within the oc- 
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Fig 5.—Atrophie blanche lesions are sit- 
uated in elbow region (case 2). 


cluded vessels, although presumably 
chemically not identical with that 
found in the other patients, was also 
PAS-positive. However, only in this 
patient was one thrombus seen to be 
also Aleian blue-positive. 

The patient's bone necrosis was 
avascular in origin, ie, caused by the 
same mechanism as the cutaneous le- 
sions. Avascular bone necrosis usually 
affects the head of the femur and hu- 
merus. It has been associated with 
prolonged corticosteroid' and meth- 
otrexate? therapy. Apparently no oc- 
clusion of major blood vessels oc- 
curred in other parts of the body, 
since the patient remained in good 
health throughout many years of the 
disease. The incomplete occlusion of 
blood vessels could have contributed 
to the formation of telangiectasia. 

Involvement of dermal blood ves- 
sels as well as those belonging to 
other organs is not an uncommon 
finding in systemic lupus erythema- 
tosus. Changes are characterized by 
the presence of fibrinoid material 
around the vessel.* 

Among cutaneous manifestations 
of the disease, ulcerative lesions of 
the legs and angiitis have been re- 
ported by Tuffanelli and Dubois.* His- 
tologically, there was endothelial pro- 
liferation and destruction of the 
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Fig 6.—Within livedo, atroph 
patches are present (case 3). 


ie blanche 


vessel walls. Vasculitis with a clinical 
picture of livedo reticularis also has 
been recorded.’ Lesions of atrophie 
blanche do not seem to have been pre- 
viously reported. In patient 2, they 
were situated mainly around the nail 
plates, the histopathological picture 
at that site being one of systemic 
lupus erythematosus. Intravascular 
stasis, a common finding in the capil- 
lary loops in that region in systemic 
lupus erythematosus, was undoubt- 
edly a predisposing factor in the de- 
velopment of atrophie blanche. The 
stretched skin and repeated trauma 
of the spine presumably played a part 
in the development of atrophie 
blanche at that site. 

The occurrence of atrophie blanche 
in patients with systemic scleroderma 
is rare; when present, it is usually 
situated above the ankle. Sympto- 
matic livedo racemosa accompanying 
systemic scleroderma does not seem 
to have been recorded.’ Intimal pro- 
liferation in the interseptal muscle 
blood vessels, even to the point of oc- 
clusion, sometimes with recanaliza- 
tion, has been observed.* 

It is known that extramural com- 
pression by a tumor can interfere 
with normal blood flow. Although we 
were unable to demonstrate histologi- 
cally that the blood flow changes in 
our fourth patient were a result of 
pressure, it is possible that this was 





Fig 7.—Segment of blood vessel shows - 
formation of thrombus. There is stasis 
within lumen (case 3) (hematoxylin—eo- 
sin, original magnification X 280). 


Fig 8.—Within tumorous plaque, there 
are one larger (with an ulceration in the 
middle) and several smaller atrophie 
blanche patches (case 4). 





the cause, since the laboratory find- 
ings were normal. 

Normally there is an equilibrium 
between the speed of fibrin accumula- 
tion, depending on the concentration 
of fibrin, and its dissolution, depend- 
ing on the concentration of the fibrin- 
olytie enzyme, plasmin, and on the 
integrity of the reticuloendothelial 
system.’ The commoner causes of, or 
factors contributing to, endovascular 
clotting are listed in the following 
tabulation. 

Vasculitis of various origins 
Disturbances of the coagulation mech- 


Atrophie Blanche/Stevanovic 861 


+ e e 
misty 
High concentration of fibrinolytic 
° inhibitors 
Abnormal precipitating globulins 
and cryoglobulins 
- Pressure of the blood vessel from out- 
side 
Factors that encourage stasis 
Rise in hemgtocrit 
_ impairment of axial flow 
* Alteration in the concentration of 
O., CO,, electrolytes, and pH 
Fall of temperature 
Hypercoagulability 
Decrease in blood flow 
Acidosis 
Pregnancy, surgery, burns 
Steroid therapy 
Hemolysis and hemolytic uremic 
syndrome 
Factors that contribute to aggrega- 
tion of 
Red blood cells 
Platelets 
Blood dyscrasia due to pathologic 
changes in the cellular elements 
Predisposing sites: acral parts and 
lower extremities 
Coagulation within dermal blood 
vessels has been observed in blood 
dyscrasias,’® as a result of pathologic 
changes in the cellular elements, and 
in disturbances in the coagulation 
mechanism because of a high concen- 
tration of fibrinolytic inhibitors." 
The cutaneous signs are usually 
necrotic ulcers and plaques on the ex- 
tremities or acral parts of the body, or 
both. 
The presence of an abnormal pre- 
cipitating cryoglobulin is also a com- 


: mon causative agent. Coagulation of 


dermal blood vessels with abnormal 
precipitating cryoglobulin has also 
been found in patients with systemic 
lupus erythematosus’ and sclero- 
derma.'* However, among the skin 
symptoms of cryoglobulinemia, at- 
rophie blanche is not mentioned,'* 
and I was able to find cryoglobulin 
only in one of my four patients. 
Milian’ believed syphilis and tu- 
berculosis to be the cause of atrophie 
blanche. Gougerot et al” regarded it 
as capillaritis, while Schuppener™ 


862 Arch Dermatol/Vol 109, June 1974 


thought it to be the terminal stage of 
a special form of vasculitis. 

Gray et al'* saw in it a distinct en- 
tity, not the variant of stasis derma- 
titis that the majority of dermatolo- 
gists had previously thought it to be. 
Bard and Winkelmann” saw in their 
"livedo vasculitis” some lesions sim- 
ilar to atrophie blanche. They ex- 
pressed the view that the latter can 
represent one phase of segmental 
hyalinizing vasculitis. Similar clinical 
lesions were also seen by Braun-Falco 
and Meigel* in their case of livedo 
racemosa with ulcerations. In all 
these patients, partial or complete oc- 
clusion of some dermal blood vessels 
was present. Blood vessel occlusion— 
mainly of the deeper corium-is also 
the histopathologic feature of livedo 
reticularis with summer ulcera- 
tions.” However, there is no atrophie 


FS rae 


blanche, and the scar that resulig : 


an ordinary one. Atrophie blanche is 


most frequently found on the legs: ,9*« 


usually associated with blood stasis; 
in areas of normal-appearing skin in 
patients with chronic insufficiency of, 
the legs, arteriolar and venous patho- 
logical changes can also be found.” 

The development of  atrophie 
blanche, whether or not it is preceded 
by ulcers, is a consequence of partial 
or complete occlusion of the skin's 
blood vessels. The resulting clinical 
picture also depends on the state of 
the neighboring blood vessels and 
possibly on other factors. Not all such 
blood vessel occlusion necessarily re- 
sults in atrophie blanche. 


This study was supported in part by a grant 
from the Association of Medical Faculties of Ser- 
bia. 
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Topically Active Cortieosteroid 
A Quantitative Evaluation of McKenzie’s Skin-Blanching Test 
Dirk J.C. Engel, DSc; Arthur F. Marx, MSc; 
Roelof F. Rekker, DSc; Leendert van Wijk, MD, Haarlem, The Netherlands 
This study investigated whether the topical anti-inflammatory agents, be- CH,OH 
skin-blanching test designed by McKen- cause the redness and swelling of in- | 
zie for screening topically active cortico- flamed sites is the direct result of C-O 
steroids produces results that are suffi- ^ vasodilation. HO --- OR 
— LUE : be € = structure McKenzie and Atkinson described a 
acy Teen neuen test method for the quantitative com- 
To this purpose a series of hydro- s . 
cortisone-17 esters were tested on the Parison of the vasoconstrictor effect 
healthy human skin of a number of volun- — 9f topically applied corticosteroids in 
teers. The results were expressed by healthy human skin.' Next, vaso- O 
means of two parameters: one that could constrictor activities should correlate 
be measured directly, the spot diameter, ^ with clinical potencies. Judged from adag pattern of the corticosteroids 
and one that was visually evaluated, the the reports of McKenzie and Atkin- 3 
blanching score. These two parameters son, their vasoconstriction assay is of 
were mutually compaired by regression — value at least for comparing topically 
analysis. The conclusion is that both bio- active steroids lied hi } - 
logical parameters are suited for structure With a li É —— sa applied each in two concentrations using 
activity relationship studies. A correlation : DOE ee dep p. Fc Andres the principle of cyclic permutation accord- 
(r=0.972 and 0.988 respectively) between tisone-17 esters available, we also ing to the pattern shown in Table 1, in or- 
studied the question whether the as- der to eliminate possible differences in sen~ * 
the test results is expressed in either of q mape : e up? 
these parameters. say was accurate enough to yield data sitivity at various sites of application. 
suited for exploring structure activity From application through assessment, 
relations in these steroids use was made of numbered codes. After 
4 i being decoded, the results were arranged 
k- 


lucocorticosteroids are known 
to cause skin blanching by vaso- 
constriction of the subepidermal cap- 
illary blood vessels. The biochemical 
mechanism of this vasoconstrictive 
effect is unknown. The effect is cer- 
tainly important in the clinical ap- 
plication of glucocorticosteroids as 
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Methods and Materials 


The MeKenzie test in unmodified form' 
was used in our study. The technique con- 
sisted of the application of 0.02 ml of a cor- 
ticosteroid solution in alcohol by means of 
a pipette to circular skin areas, 21 mm 
across and delineated by pressing a small 
coin on the skin. There were two parallel 
rows of four test sites on the flexor surface 
of each subject's forearms, in total 16 sites 
per subject. Once the solutions had dried, 
the flexor surfaces of the forearms were 
covered with rectangular plastic occlusive 
bandages secured with adhesive tape. 
These bandages were removed about 16 
hours after application and the results 
were evaluated. The corticosteroids were 
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according to corticosteroid structure and 
concentration. 

The tested steroids included hydro- 
cortisone and seven of its 17 esters. For 
structural information see the Figure and 
the first column of Table 2. Further details 
may be found in Marx et al,’ a report pre- 
sented at the International Congress on 
Hormonal Steroids, Hamburg, 1970, and in 
Kooreman et al.* 


Results 


From previous studies a positive 
correlation between blanching inten- 
sity and size of the oval-shaped spots 
had emerged. 

Table 1 shows a complete survey of 
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* Each set of data represents, from top to bottom, quality of blanching, sum of minimum and maximum diameter of the spots. and number 
of test site. In the top row of each set, the quality of blanching is indicated as follows: ++, extremely conspicuous; +, well-defined, distinct- 
ly visible; —, less defined but obvious or well-defined but less obvious; and —, absent. 


Table 2.—McKenzie Test Data (Spot Diameters and Blanching Values) for Series of Hydrocortisone-17 Esters* 


eee... 
Mean 


Concen- 
Ester-Group Solution 
R No. (mg/ml) 
H 16 0.1 
9 0.03 
Acetate 3 0.1 
10 0.03 
Valerate 4 0.03 
11 0.01 
12 0.3 
0.1 
0.03 


Cyclohexyl- 
carboxylate 9 
Putyrate 6 
T 0.01 


0.1 
0.03 


0.3 


Cyclopropyl- 2 
carboxylate 13 


Adamantyl- 8 
carboxylate 15 0.1 


Myristate 14 0.3 
1 0.1 


* BS, blanching score; d, diameter. 


the decoded results. In each set of 
data the top row denotes the quality 
of blanching: well-defined, distinctly 
visible blanching was rated plus (+), 
less defined but obvious blanching as 
well as well-defined but less obvious 
blanching were rated plus-minus (+), 
and the absence of any blanching was 
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Sum of 
tration Diameters 
(mm) 


38 
16 
45 
28 
62 
48 
61 
51 
62 
52 
64 
48 
43 
35 

6 

8 


Blanching 


% of Max 


46 
29 
63 
50 
92 
75 
100 
75 
92 
79 
88 
83 


Log d 
1.580 
1.204 
1.653 
1.447 
1.792 
1.681 
1.785 
1.708 
1.792 
1.716 
1.806 
1.681 
1.633 
1.544 


0.778 
0.903 


Code Score 


0512 11 
1143 7 


1620 15 
1431 12 


6800 22 
3710 18 


8800 24 
4701 18 


6800 22 
3800 19 


6710 21 
5710 20 


1620 15 63 
0440 12 50 


0025 2 8 
0017 1 4 


rated minus (—); extremely con- 
spicuous blanching was indicated by a 
double plus sign (+ +). 

The middle rows of the data sets of 
Table 1 give spot diameter values: the 
sum of the minimum and maximum 
diameter of the usually oval spots, 
recorded in millimeters, are listed. 


Log BS* 
From 
Regression 


1.560 


Log BS* 
1.613 


Log d* 
1.462 


Log BS 
1.663 
1.462 
1.799 
1.699 
1.964 
1.875 
2.000 
1.875 
1.964 
1.898 
1.944 
1.919 
1.799 
1.699 
0.903 
0.602 


1.602 1.799 1.744 


1.878 2.065 2.107 


1.699 1.887 1.872 


1.895 2.076 2.130 


1.792 1.982 1.985 


1.544 1.699 1.667 


0.845 0.699 0.747 





The bottom rows indicate the various 
sites of application. 

The numbering of the solutions em- 
ployed is given in the heading of 
Table 1. Columns 1 and 2 of Table 2 
allow these numbers to be decoded. 
The test data of Table 1 are suited for 
quantitative evaluation. 
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Column 4 of Table 2 gives the mean 
„diameter sum for each solution as de- 
termined for the eight subjects. Col- 
umns 5 to 7 give the blanching values: 


The four-digit code in column 5 de- 


*notes the number classified as ++, 


+, t, and -, respectively. The fig- 
ures in column 6 are obtained by 
transformation of the code assigning 
a value of 1, 2, 1, and 0, respectively, 
to the four digits. In column 7 the 
scores are expressed as percentages 
of the maximum possible score per 
corticosteroid or concentration or 
both. 

In columns 8 and 9 the logarithms 
are listed of the mean diameter sums 
(d) and blanching scores (% of max) 
(BS), respectively, to be used in the 
planned study of structure activity 
relationships. First, a regression 
analysis of blanching scores and 
diameters was performed which re- 
sulted in equation 1: 

log BS = 1.203 log d—0.174 

n= 16; r=0.960; 

F = 166.6; 520.114; T=12.9 
This equation shows a good correla- 
tion between log BS and log d for the 
corticosteroids under investigation. 
(The symbols used in connection with 
this equation denote in the order 
given: number of data points incorpo- 
rated into the regression, correlation 
coefficient, F-value for analysis of 
variance, standard error of estimate, 
and quotient of the regression coeffi- 
cient and its standard error.) 

Comparison of actual log BS values 
with the values calculated from equa- 
tion 1, however, shows one of them 
(solution 1) to be a false one, its resid- 
ual value (estimate minus observa- 
tion) being 0.31. As this is more than 
twice the value of the standard error, 
the last data point from Table 2 
should be regarded as an outlier. 

The regression analysis was re- 
peated for the remaining 15 data 
points, giving equation 2: 

log BS = 1.003 log d+ 0.173 
n=15 r=0.985 
F = 423.8 s=0.049 T = 20.6 


(1) 


(2) 
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In comparison with equation 1, the 
quality of equation 2 is improved 
throughout, and the remarkably good 
correlation between log BS and log d 
implies that both biological parame- 
ters (diameter and blanching score) 
are equally well suited for the eval- 
uation of the topical activities in our 
corticosteroid series. 


Further Evaluation 
of the Biological Data 


The aim of a study of the structure 
activity relationship is to find a re- 
lation between a biological response 
and one or more chemicophysical pa- 
rameters for a series of congeners. 
Table 2 shows each compound with 
two data sets belonging to two con- 
centrations differing by a constant 
factor of 3. After calculation of a 
mean response factor for each data 
set (1.25 for the diameters and 1.26 
for the blanching scores) all data 
were transformed into values valid 
for a concentration of 0.1 mg/ml. 
Columns 10 and 11 of Table 2 show 
the logarithms of the means of these 
transformed data. A regression anal- 
ysis of the data so obtained provides 
equation 3: 

log BS* = 1.316 log d*—0.365 

n=8 r=0.995 
F =597.1 s=0.048 T= 24.4 
In the last column of Table 2 the log 
BS* values estimated with equation 3 
are given; all are in good agreement 
with the values found experimentally. 

In a forthcoming communication 
the authors will deal with the details 
of a study of the structure activity 
relationship of the present steroids 
from which it was concluded that the 
only parameters that proved work- 
able, were those concerning the lipo- 
philicity of the corticosteroids. For 
the present we give only the final re- 
sults of this study. 

log d* = 0.064 c + 0.269 7 + 1.520 
n=8 r=0.972 
F = 43.5 s=0.093 T(7*)= —6.65 
T(7) = 4.41 
log BS* = —0.082 7° + 0.332 7+ 1.668 (5) 


(3) 


(4) 


e 9" 9 Li 


eo 
n=8 r=0.988 , | : 
F=111.5 s=0.078 T(z?))2 — 10.2 ° 
T(z) =6.48 


In both equations the correlation of * 


the biological data with c? and z is dl- 

most equally good, the symbol 7 rep- 

resenting the increase in lipophilicity 

caused by the introtkiction of the es-' 
ter group R into the hydrocortisone 

structure. 

Evidently, lipophilieity is a very im- 
portant factor in topical activity. This 
activity is optimal for a definite value 
of 7 (1.80 for 7=2.10 [equation 4], and 


2.00 for 7=2.02 [equation 5]). This r`. 


value corresponds with the structures 
of valerate and butyrate. Detailed. 
information on these facts will be 
given in a subsequent report. It is 
concluded from equations 4 and 5 that 
the blanching score is slightly prefer- 
able to the spot diameter as a biologi- 
cal parameter. 


Conclusions 


Spot diameters and blanching val- 
ues can be used to quantify the 
results obtained in McKenzie’s skin- 
blanching test. Either biological pa- 
rameter can be assayed with suffi- 
cient accuracy to be used in structure 
activity relationship studies with a 
slight preference for the blanching 
value. Among the corticosteroids 
tested, a certain degree of lipo- 
philicity was found to be essential for 
topical activity. The 17-butyrate and 


17-valerate esters of hydrocortisone 


attained maximal scores. 
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Diet Plan for Patients With 
Salicylate-Induced Urticaria 


H. Earleen Noid; Tom W. Schulze, MD; Richard K. Winkelmann, MD, Rochester, Minn 


Patients with chronic urticaria may re- 
spond to a salicylate-free diet. Informa- 
tion concerning the salicylate content of 
foods is not available to the general pub- 
lic nor is a comprehensive list of foods 
containing either salicylates or cross-re- 
acting chemicals available to practicing 
physicians. A list was made of some prod- 
ucts and natural foods containing salicy- 
lates and a salicylate-free diet was com- 
posed. 


rticaria is a perplexing prob- 

lem, especially the type that 
lasts longer than six weeks, with no 
obvious cause and that is known sim- 
ply as “chronic urticaria.” Approxi- 
mately 100 to 200 patients who have 
this type of urticaria are seen each 
year at the Mayo Clinic. A substantial 
number of these patients are found to 
have a high level of salicylate in their 
blood; many of them are treated 
eventually by placing them in a sa- 
licylate-free environment. 

The mechanisms by which salicy- 
lates and related chemicals induce or 
aggravate urticaria will not be dis- 
cussed. Evidence for a true immuno- 
logic type of hypersensitivity is lack- 
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ing, and theories based on direct 
pharmacologic interactions of salicy- 
lates via enzymes, receptors, or me- 
diators await future investigative 
methods.' Intolerance of salicylates 
by patients having chronic urticaria, 
however, is well known to those who 
must care for these unfortunate indi- 
viduals. In one study, it was found 
that chronic urticaria was exacer- 
bated in 22% of the patients when 
they were given aspirin.’ In another 
study, seven of eight patients with 
aspirin sensitivity also were found to 
be sensitive to tartrazine, which is a 
salicylate-related compound known as 
FD & C yellow No. 5 that is used as a 
food and drug additive.’ Although the 
physician must be aware of all of the 
possible environmental sources of sa- 
licylates, drugs and food are the most 
obvious sources. 

The purpose of this paper is to pre- 
sent a list of foods containing salicy- 
lates and to propose a salicylate-free 
diet. Although general information 
on this subject has been available in 
the literature, to our knowledge no 
comprehensive list of foods contain- 
ing salicylate has been presented. The 
stimulus for this project has been the 
frequent requests received by the 
Section of Clinical Nutrition at the 
Mayo Clinic from physicians, dieti- 
tians, and especially from patients 
for more specific information con- 
cerning salicylate-free diets. 
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Materials and Methods 


r=. * A computerized search of the literature 


resulted in information concerning the sa- 
licylates naturally occurring in foods.** 
However, it did not yield a comprehensive 
*list of foods containing tartrazine. Con- 
sequently, we obtained a written cate- 
gorization of foods containing salicylates 
or tartrazine from Stephen Lockey, MD, 
(Department of Allergy, Lancaster Gen- 
eral Hospital, Lancaster, P A). Information 
was requested from 32 food producers re- 
garding their specific food products that 
contained naturally occurring or chem- 
ically added salicylate or tartrazine. 
Twenty companies responded with com- 
plete listings of their products that con- 
tained salicylate or tartrazine, as of spring 
1972. The Food and Drug Administration 
replied that information on tartrazine was 
not required by them. 


Results 


The following introductory mate- 
rial and information concerning diets 
were compiled from data from the 
aforementioned sources. Foods con- 
taining salicylate or tartrazine should 
be omitted from the diet and are so 
listed after each food group. 


Salicylate-Free Diet 


Salicylates are found in many 
drugs, foods, beverages, and flavor- 
ings. They may appear in the natural 
state (as in almonds, apples, and 
peaches) or in a chemically added 
state (as in root beer). 

Many persons react to tartrazine 
just as they do to salicylates. Exclu- 
sion of foods containing this dye may 
be necessary to alleviate symptoms of 
chronic urticaria. 

The lists of foods do not necessarily 
include all prepared and packaged 

.foods that may be used. One must 
check with the various companies re- 
garding produets that have not been 
listed and that may be enhanced by 
the addition of a yellow dye or those 
foods that are flavored with mint or 
wintergreen. 

To facilitate ease in using this diet, 
the products are listed by individual 
companies. 

The Mayo Clinic does not endorse 
specific products or companies. Brand 
names and names of companies were 
included only because some of the 
products contain salicylate or tartra- 
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zine. Through correspondence with 
the companies, lists of products that 
were on the market in the spring of 
1972 and that contained either or both 
of the aforementioned ingredients 
were made available to us for the 
preparation of this diet. 


Daily Diet 


Meat or Substitute.—Use in Diet.— 
As 1 oz of meat, use any ONE of the 
following: 1 oz beef, veal, lamb, or 
pork; 1 oz fish; 1 oz fowl; 1 oz cheese; 1⁄4 
cup creamed cottage cheese; 1 egg; 1⁄4 
cup tuna or salmon, drained; 5 clams, 
oysters, scallops, or shrimp; 1 lobster 
tail, small; 2 tablespoons Planters 
peanut butter; 25 dry roasted Plant- 
ers Spanish Peanuts. 

A 3-oz portion of cooked meat 
(without bone, skin, and visible fat) is 
approximately 4 oz of raw meat. Pre- 
pare the meat by baking, boiling, 
broiling, creaming, or frying. 

Omit From Diet.—Foods containing 
tartrazine should not be used. 

General Mills: Chono 

Milk.—Use ONE of the following: 1 
cup whole milk; 1 cup 2% milk; 1 cup 
skim milk or buttermilk; !? cup evapo- 
rated milk. 

The milk allowance may be used in 
cooking. 

Bread or Substitute.—Use in Diet.— 
As ONE serving of bread, use any 
ONE of the following: 

Bread: 1 slice of bread; 1 dinner 
roll (see "Omit From Diet"); 1 
small hamburger or frank- 
furter bun; 2 tablespoons 
flour 

Cereal: % cup cooked or ready-to- 

eat cereal (see "Omit From 
Diet") 

Crackers: 6 saltine crackers; 3 

graham crackers 

Potato substitute: 12 cup maca- 

roni, noodles, rice, or spaghetti; 
% cup corn, dried beans, lima 
beans, parsnips, or peas; 1 cup 
popcorn 

All General Mills, Kellogg, and 
Pillsbury products that are not listed 
under “Omit From Diet” may be 
used. 

Omit From Diet.—Potatoes, which 
have salicylate, and the following 
foods containing tartrazine should 
not be used: 


e mA e 


General Mills: Cheerids, Count 
Chocula, Frosty O's, Kaboont, 


Lucky Charms, Sugar Jets, . 
Trix, Twinkles, Aproten low . 


protein pasta products (Anel- 
lini, Rigatini, Semalina, Tag- 
liatelle) . 


Kellogg: Apple Jacks, Bran' 


Flakes, Froot Loops, Product 
19, Puffa Puffa Rice, Raisin 
Bran, Sugar Pops 


Pillsbury (refrigerated produets): 3 


Tenderburst biscuits; Snow- 
flake and Butterflake Dinnér 
Rolls; Hungry Jack Hot Rolls; 
pancake mixes; Cinnamon 
Rolls; Almond, Cinnamon, 
Caramel, and Orange Danish 
Rolls; Cherry and Apple Cof- 
feetime Pastries; Orange, Cin- 
namon, and Caramel Danish 
Swirls 
Fat or Oil.—Use in Diet.CAs ONE 
serving of fat, use any ONE of the 
following: 1 teaspoon butter or mar- 
garine (Fleischmann’s or Blue Bon- 
net); 1 strip crisp bacon; 1 teaspoon oil 
(Wesson or Planters peanut); 1 tea- 
spoon mayonnaise; 2 teaspoons salad 
dressing; 1 tablespoon cream cheese; 2 
tablespoons Half and Half; 2 table- 
spoons sour cream; 3 olives, green or 
ripe; 5 nuts (pecans, dry or oil 
roasted; Planters oil roasted cashews 
or peanuts). 
The fat allowance may be used in 
preparation of food. 


Omit From Diet.—Almonds should 


not be used. 

Vegetables.—Use in Diet.—Vege- 
tables may be fresh, frozen, cooked, or 
canned. One-half cup of cooked vege- 
tables equals one serving. Raw vege- 
tables may be used in ordinary 
amounts. 

The following vegetables may be 
used: artichokes, asparagus, bean 
sprouts, green beans or wax beans, 
beets, beet greens, broccoli, brussels 
sprouts, cabbage, carrots, cauliflower, 
celery, Swiss chard, chives, collards, 
cress, dandelion greens, eggplant, 
kale, kohlrabi, lettuce, mushrooms, 
mustard greens, okra, onions, parsley, 
pumpkin, radishes, rutabaga, sauer- 
kraut, spinach, squash, turnip greens, 
and turnips. 

Leafy, green or yellow vegetables 
are good sources of vitamin A. In- 
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B» 


cots, 
cherries, currants, dewberries, goose- 


* 9 e. 


clude et least one serving daily. 
‘Omit “From Diet.—The following 
vegetables should not be used: cucum- 


“bers, peppers (green, bell), tabasco 


peppers, and tomatoes. 
Fruit.—Use in Diet.—Fruits may be 
fresh, frozen, cooked, or canned. One- 


“half cup of fruit,eookéd or canned, or 


juice, may be used as one serving. 
As ONE serving of fresh fruit, use 
ONE of the following: % banana, % 
cup blueberries, 2 dates, 1 fig, 34 cup 
loganberries, 4% mango, 2 cup papaya, 


. 1 ‘Small pear, % cup pineapple, or 2 


medium tangerines. 

Omit From Diet.—The following 
fruits should not be used: apples, apri- 
blackberries, boysenberries, 


berries, grapefruit, grapes, lemons, 
melons, nectarines, oranges, peaches, 
plums, prunes, raisins, raspberries, 
and strawberries. 

Desserts.—Use in Diet.—All Knox 
Gelatin products may be used as de- 
sired. 

All General Mills, Hunt-Wesson, 
Preferred Products, Pillsbury, and 
Standard Brands products that are 
not listed under “Omit From Diet” 
may be used. 

Royal Gelatin (blackberry, cherry, 
cranberry, orange, strawberry) and 
Royal Dark N’ Sweet Regular Pud- 
ding may be used. 

Omit From Diet.—The following 
products should not be used: 

CONTAINING SALICYLATE 

General Mills: Breakfast Squares 
(Cherry, Chocolate), Coconut 
Pecan Frosting, Coconut Pecan 
Snack’n Cake, German Choco- 
late Brownie 

Pillsbury: 

Cakes: all Bundt Cake Mixes, 
all Butter Flavor Cake 
Mixes, all Yellow Cake 
Mixes, Pecan Bar Coffee- 
time Mix; Frosting Mixes 
(Caramel, Lemon, and Va- 
nilla), Lemon and Vanilla 
Ready-To-Spread Frostings 

Miscellaneous: Green, Pink, 
and Yellow Cake and Cookie 
Decorations; Caramel, Or- 
ange, and Peanut Butter 
Food Sticks; Pie Crust Mix 
and Sticks 

Refrigerated Products: Apple, 
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Blueberry, Cherry Turnover 
Pastries; refrigerated Cinna- 
mon Sugar Cookies 
CONTAINING TARTRAZINE 
General Mills: 

Brownies: Butterscotch, But- 
terscotch Chocolate Chip, 
Fudge, Fudge Supreme, Ger- 
man Chocolate, Walnut 

Cakes: Chiffon Cakes (Lemon, 
Orange); Angel Food, Ba- 
nana Walnut Snack’n Cake; 
Confetti; Layer cakes (But- 
ter Brickle, Lemon, Lemon 


Coconut, Orange, Sour 
Cream Chocolate, Sour 
Cream White); Pudding 
Cakes (Apple Cinnamon, 
Caramel Apple, Chocolate, 
Lemon) 


Frostings: Banana, Ready-To- 


Spread Orange, Caramel, 
Coconut Pecan, Creamy 
Spice, Fluffy Lemon, Ready- 
To-Spread Sour Cream 
Chocolate Fudge, Sour 
Cream White, Sunkist 


Lemon, Sunkist Orange 

Miscellaneous: Boston Cream 
Pie, Gingerbread, Lemon 
Muffins 

Puddings: Chocolate, Chocolate 
Fudge, Rice, Tapioca; so- 
dium-controlled puddings 
(Butterscotch, Lemon, Va- 
nilla) 

Hunt-Wesson: Banana Pudding, 
Butterscotch Pudding, Lemon 
Pudding, Tapioca Pudding, Va- 
nilla Pudding 

Preferred Products, 
Cream- Flavorite 
Good Value Vanilla 

Standard Brands: Royal Pudding 
(Instant): Banana Cream, But- 
terscotch, Caramel Nut, Choco- 
late, Dark 'N Sweet, Lemon, 
Mocha Nut, Pistachio Nut, 
Toasted Coconut, Vanilla; 
Royal Pudding (Regular): Ba- 
nana, Butterscotch, Chocolate, 
Chocolate Tapioca, Custard 
Flavor Dessert, Key Lime Pie 
Filling, Lemon Pie Filling, Va- 
nilla, Vanilla Tapioca, Flan 

Hershey Foods: Frostline Con- 
fectionery Coatings (yellow, 
green, and pink) 

Sugar and Sweets.—Use in Diet.— 


Ine: Ice 
Vanilla, 


Any product from the companies that ` , 


are listed except the products listed 


under “Omit From Diet" may be* «473 
n 


used. 

Heath bars and Peter Paul Mounds 
may be used. 

Omit From Diet.—The following 
products should not be used: 

CONTAINING SALICYLATE 

Amurol: Wintergreen Sugarless 
Gum, Wintergreen Sugarless 
Mints 

Curtiss: Wintergreen Circlets 

Pearson: Mints, Wintergreen fla- 
vored candies 

Preferred Products, Inc.: Green 
Assorted Cut Rock, Green As- 
sorted Starlight Kisses, Green 
Christmas Spice Drops, Green 
Ribbon Crimp, Green Old 
Tyme Mix, Green Striped 
Balls, Green Winter Tyme Mix, 
Pink Assorted Jelly Beans, 
Pink Speckled Bird Eggs, Pink 
Spice Flavored Jelly Bird Eggs, 
Red Valentine Party Mix, Yel- 
low Assorted Jelly Strings, 
Yellow Assorted Spice Drops 

CONTAINING TARTRAZINE 

Curtiss: Banana Chewees, Ba- 
nana Marshmallows, Black 
Licorice Sandwich, But- 
terscotch Circlets, Butterscotch 
Discs, Candy Corn, French 
Burnt Peanuts, Circlets, 
Lemon Drops, Lemon or Lime 
Flavored Jellies and JuJu's 
Fruit Drops (Orange, Lime, 
and Lemon), Pastel Marshmal- 
lows, Pirate Chews, Rainbow 
Marshmallows, Red or Brown 
Halloween Candy, Sour Green 
Apples, Spearmint Leaves, 
Washington Cherries, Yellow 
Marshmallow Eggs 

Hershey Foods: 
Hershey’s Candy Coated Pea- 
nuts (yellow and green colored 
pieces); all Chocolate Covered 
Peanut Butter Eggs 

Beverages.—Use in Diet.—Any prod- 
ucts from the compahies that are 
listed except the products listed under 
“Omit From Diet” may be used as de- 
sired. 

All 7-Up, Lipton, and Tender Leaf 
Tea products and all Dr. Pepper, 
Crush, and Coca-Cola products except 
those listed under “Omit From Diet” 
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Hershey-ets, j 


* . may be used as desired. 


Omit From Diet.—The following 


.. products should not be used: 


CONTAINING SALICYLATE 
Dad's: Dad's Root Beer and Diet 
- Dad's Root Beer 

Elf: Root Beer 

Crush: Hires Root Beer 

Royal Crown: Nehi Root Beer 

Dr. Pepper: Patio Birch Beer, 
Patio Root Beer, Patio Root 


Beer Type “F” 

Pillsbury: Root Beer Funny Face 
Drink Mix 

Shasta: Diet Root Beer, Draft 
Root Beer 


CONTAINING TARTRAZINE 
Crush: All flavors except Orange 
and Grape 
Coca-Cola: Fanta Banana, Cream 


Soda, Fruit Punch, Grape, 
Green . Lemon-Lime, Red 
Cherry, Strawberry; Fresca; 


Santiba Island Mixer; Simba 

Pillsbury; Funny Face Drink 
Mixes '(Cherry-Cola, Lemon 
Lime,  Lemonade, Orange, 
Punch, Root Beer) 

Shasta: Diet and Regular Black 
Cherry, Grape, Raspberry, 
Strawberry, Tiki 

Snacks.—Use in Diet.-Any prod- 
ucts from the companies that are 
listed except the products containing 
tartrazine and those listed under 
“Omit From Diet” may be used as de- 
sired. 

Omit From Diet.—The following 
products should not be used: 

General Mills: Cheez Willikers, 
Taco Chips,  Pop-R-Corns, 
Whistles 


Comment 
The physician, of course, must elim- 


inate topical preparations as a source 
of salicylates. Since this usually is not 
a difficult task, drugs and diet are the 
major concerns, as suggested previ- 
ously. With respect to drugs, some 
preparations contain tartrazine as an 
additive, and it is especially alarming 
to note that an antihistamine prepa- 
ration has been incriminated as the 
exacerbating agent in salicylate-sen- 
sitive patients because of its tartra- 
zine content.’ A comprehensive list of 
drug preparations containing salicy- 
lates, with or without tartrazine, 
would be helpful; however, in most 
eases of chronic urticaria, all but the 
antihistamine drugs can be elimi- 
nated. Thus, insofar as the physician 
is concerned, dietary sources remain 
the most important sources of salicy- 
lates. 

The significance of slightly ele- 
vated levels of salicylate in the blood 
of patients with chronic urticaria re- 
mains to be established by compre- 
hensive study. However, such a test 
of salicylate levels eventually may be 
a most useful method in selecting pa- 
tients to be placed in a salicylate-con- 
trolled environment and in monitor- 
ing the effectiveness of our controls 
within that environment. 

The lists of foods with naturally oc- 
curring or chemically added salicy- 
lates were easy to obtain. The task of 
compiling a list of foods containing 
tartrazine however, was, almost in- 
surmountable. Since some companies 
were not contacted, patients should 
contact the company directly for in- 
formation concerning the use of sa- 
licylates or tartrazine in a specific 
product that they wish to use. 


The diet is in constant need of revi- 


e A 


sion because new products gre being « 


developed and the formulatioh of 
many products changes from time to 
time. The widespread use of these ad- 
ditives suggests that in the future, 
the Food and Drug Administration 
might require companies to label adl 
products containing saficylates or tar- 
trazine. " 


The most limited food group in the | 


diet is fruit. Since the salicylate-free 


diet usually is low in vitamin C, the: 


physician should recommend a vita- 
min preparation devoid of tartrazine 
for daily use. 


Stephen Lockey, MD, and Mr. Karon of Hunt- E 


Wesson Foods assisted by supplying information 
and Dean Parks, MD, by stimulating interest in 
this project. 
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TEST YOUR KNOWLEDGE 


Question.—Paired white parallel transverse bands, observed on inspection of a pa- 
tient's nails, that do not move out with growth of the nails are called: (a) Mee lines and 
are associated with arsenical intoxication; (b) linear leukonychia and result from 
trauma to the nail matrix; (c) Muehrcke lines and are associated with chronic hypoal- 
buminemia; or (d) Beau lines and result from atrophy of the nail matrix. (For answer, 


see page 872.) 


ee 
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Ultrastructural Study of a Case 


of Angiolymphoid Hyperplasia 
With Eosinophilia 


David G. Daniels, MD; G. Randolph Schrodt, MD; 
Maurice T. Fliegelman, MD; Lafayette G. Owen, MD, Louisville 


A 79-year-old white man had angio- 
lymphoid hyperplasia with eosinophilia. A 
biopsy specimen of the lesion was stud- 
ied with both light and electron micros- 
copy. Hyperplasia of the cytoplasmic fila- 
ments was the most prominent feature of 
the endothelial cells. To our knowledge, 
this is the first electron microscopical 
study of angiolymphoid hyperplasia with 
eosinophilia. 


pect hyperplasia with eo- 
sinophilia (ALH), though an un- 
usual benign vascular tumor, has 
combined clinical and histologic fea- 
tures that permit its ready diagnosis.’ 
The lesion usually involves the der- 
mis or subcutaneous tissue of the 
scalp or ears or both and enlarges by 
slow local extension. Customarily oc- 
curring in middle or older age groups, 
it may occasionally occur in teen- 
agers. 

Previous reports of ALH may be 
found under different names, such as 
atypical or pseudopyogenic granu- 
loma,*"* subcutaneous ALH, or der- 
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mal angiolymphoid hyperplasia with 
eosinophilia.* 

The salient histologic features of 
ALH include randomly scattered, di- 
lated, thin-walled blood vessels and 
a polymorphous inflammatory infil- 
trate of lymphocytes, histiocytes, and 
eosinophils. Particular emphasis has 
been placed on the presence of swol- 
len or enlarged endothelial cells. 

Ultrastructural features of ALH, to 
our knowledge, have not previously 
been presented in the literature. The 
purpose of this paper is to describe 
the light and electron microscopical 
findings of biopsy specimens from a 
patient with ALH. 


Report of a Case 


A 79-year-old white man was first seen 
in April 1972 with a 12-year history of in- 
termittently pruritic, multiple skin nodules 
involving the left ear and scalp. He had 
seen several physicians and had failed to 
respond to intralesionally administered 
steroids and superficial radiation. 

Examination revealed a large, erythe- 
matous, warm, nodular, infiltrated left ear 
with the external meatus almost com- 
pletely closed. Nodules varied in con- 
sistency between firm and slightly com- 
pressible. On the scalp above the left ear 
were several discrete, erythematous, 
slightly compressible nodules (Fig 1). 
There was no regional or generalized 
lymphadenopathy. Biopsy specimens were 


obtained for both light and electron mi- 
croscopy. 


Materials and Methods 


For light microscopy, routine 5y sections 
were cut and stained with hematoxylin-eo- 
sin. Biopsy specimen material was pre- 
pared for electron microscopy by fixation 
for 24 hours in phosphate buffered 3% 
glutaraldehyde solution. The small frag- 
ments were then postfixed for one hour in 
S-collidine buffered 1.3376 osmium tetrox- 
ide solution, dehydrated in alcohol, and em- 
bedded in epoxy resin. Thin lp sections 
were stained with toluidine blue. Ultrathin 


Fig 1.—Angiolymphoid hyperplasia in- 
volving left ear. Nodular infiltration par- 
tially occludes external meatus. 
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Fig 3.—Higher power view demonstrat- 
ing hypertrophy of endothelial cells and 
benign nature of cellular infiltrate (original 
magnification X 250). 


Fig 4.—Low-power view of small-caliber 
blood vessel from biopsy specimen of 
ALH. Several plump endothelial cells con- 
taining large bundles of cytoplasmic fila- 
ments (f) are present. Some rod-shaped 
bodies in longitudinal and cross section 
(R) are also noted; L, lumen; B, basal 
lamina (original magnification x 28,000). 


Fig 5.—Intermediate magnification view 2 
of rod-shaped bodies illustrating their in- = 
ternal structure. Arrows indicate several . 
well-delineated tubules (original magnifi- — 
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sections Vga triple stained with lead ni- 
e trate and yranyl acetate using the method 
of Reynolds’ and examined with an S elec- 
* tron microscope. 


Results 


Hematoxylin-eosin stained sections 
revealed a dermal lesion of vascular 
and cellular eomponents. There were 
many dilated blood vessels lined by 
plump endothelial cells (Fig 2 and 3). 
The cellular component was poly- 
morphous and consisted mainly of 
lymphocytes, histiocytes, and numer- 
ous eosinophils, either randomly. ar- 
‘ranged or clustered. No atypical cells 
were seen. The infiltrate did not in- 
vade the epidermis. 

Electron microscopy revealed no 
unusual features in the cellular infil- 
trate. The neoplastie blood vessels 
were lined with enlarged endothelial 
cells separated from the extracellular 
space by basal lamina of normal 
width. 

The most notable alteration in the 
endothelial cells was the presence of 
large bundles of cytoplasmic fila- 
ments (Fig 4). These bundles were of 
variable size and location, the largest 
extending almost the entire width of 
the endothelial cells. Individual fila- 
ments averaged about 80 angstroms 
in width. 

Additionally, dense rodlets were 


noted in the endothelial cells. These 
rodlets, averaging about .l7u in 
diameter, were most often found ir- 
regularly dispersed in the cytoplasm. 
Close inspection at high magnifica- 
tion revealed the rodlets to possess an 
internal structure of small tubules of 
approximately 200 A internal diame- 
ter (Fig 5). 


Comment 


The finding of cytoplasmic fila- 
ments in the endothelial cells of ALH 
is expected; however, the presence of 
large bundles in many of the endothe- 
lial cells is striking. That such fila- 
ment “hyperplasia” is not a constant 
feature of endothelium was evident 
by comparison of the vessels of ALH 
with vessels from a variety of other 
tissues, including dermal lesions. In 
some lesions, where neovasculature is 
prominent, eg, angioma and Kaposi 
sarcoma, endothelial filament hyper- 
plasia is found but generally not to 
the extent seen in ALH. 

The rodlets observed in the endo- 
thelial cytoplasm are a recognized 
feature of endothelium. First de- 
scribed by Weibel and Palade,’ they 
have been observed in blood vessels of 
many organs in a variety of species. 

The histologic and ultrastructural 
features of angiolymphoid hyper- 


* 
plasia would suggest that it is essen- 
tially a vasoproliferative lesion afso-* 
ciated with an unusual inflammatory 
cell response. Clinically, its behavibr 
lies between that of benign lesions 
such as granuloma pyogenicum and. 
the more aggressive angiosarcomas, 


Robert Freeman, MD, Dallas, reviewed the 
histopathologic findings and Robert L. Jetton, 
MD, Greenville, SC, contributed the case. 
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TEST YOUR KNOWLEDGE 


Answer.—(c) Muehrcke lines. Muehreke RC: The finger-nails in chronic hypoalbumi- 
naemia. Br Med J 1:1327-1328, 1956. (For question, see page 869.) 
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Flueytosine 


An Effective Oral Treatment 
for Chromomycosis 


Arthur A. Mauceri, MD; 
Stanley I. Cullen, MD, Gainesville, Fla; 


l——————————————————— 
ITIP Sa ey "ome EACUS 
j e 1 


Alexander G. Vandevelde, MD, Jacksonville, Fla; 
Joseph E. Johnson III, MD, Winston-Salem, NC 


Orally administered flucytosine ap- 
peared to successfully eradicate chromo- 
mycosis in three patients. The duration of 
therapy should be adequate for complete 
clinical and mycological evidence of cure. 
Flucytosine is easily administered and the 
untoward effects are minor, infrequent, 
and easily reversible. Flucytosine appears 
to be a major improvement over prior ther- 
apy for this chronic and progressive dis- 
ease. 


hromomycosis is a chronic dis- 
ease characterized clinically by 

the development of slowly progres- 
sive, crusted, warty, and occasionally 
ulcerated skin plaques. The disease is 
thought to be initiated by trauma and 
occurs most frequently on the lower 
extremities of middle-aged men. It 
may be due to any of five related spe- 
cies of Phialophora and Cladospo- 
rium. Occupational exposure includes 
farming or other industries neces- 
sitating frequent contact with the 
soil, as well as the lumber industry. 
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Chromomycosis only rarely pro- 
gresses systemically, but may lead to 
both functional and cosmetic dis- 
ability when large areas of skin are 
involved. 

Therapy in the past has been only 
partially successful. It has included a 
wide variety of topically applied prep- 
arations, intralesional or systemic 
administration of amphotericin B, 
systemically administered iodides, 
vitamin D, and thiabendazole. When 
individual lesions are small, excision 
has been the treatment of choice. Sev- 
eral reports in the foreign literature 


suggest that flucytosine has been . 


used successfully for human chromo- 
mycosis."* This article reports the 
successful therapy for chromomycosis 
in three patients with the use of a 
new antifungal antibiotie, flucyto- 


‘sine. 


Patients and Methods 


Three patients from north central Flor- 
ida with biopsy specimen- and culture- 
proven chromomycosis due to various spe- 
cies of Phialophora were treated with 
orally given flucytosine. The patients were 
followed up weekly for the first month and 
then every other week during therapy. The 
total daily dose of 150 mg of flucytosine 
per kilogram of body weight was adminis- 
tered in four equally divided oral doses. 
No topical or other systemic antifungal 
therapy was administered throughout the 
treatment period. Treatment was contin- 
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Fig 1.—Case 1. Chromomycotic involve- 
ment of left knee. 


ued until all clinical and mycologic evi- 
dence of disease was absent. Hematologic, 
renal, and hepatic factors were monitored 
by the routine determination of a complete 
blood cell count, platelet count, blood urea 
nitrogen level, serum creatinine level, se- 
rum glutamic oxaloacetic transaminase, 
serum glutamic pyruvic transaminase, and 
alkaline phosphatase level on each visit. 
Skin samples were inoculated into Sabou- 
raud yeast agar or dermatophyte test 
media or both’ and incubated at room tem- 
perature. Minimal inhibitory concentra- 
tions (MIC) of flucytosine were determined 
for each organism isolated according to the 
methods of Shadomy," with the use of a 
yeast nitrogen base agar. To avoid the pos- 
sibility of overlooking a slow growing or- 
ganism, cultures were considered negative 
only after two months of no growth. 


Report of Cases 


CASE 1.—A 47-year-old black man who 
was a housemover and plumber had slowly 
developed tender nodules on the left knee 
and right elbow over a two-year period. 
Specific injury to these areas was not re- 
membered, but his work entailed the dis- 
connection of plumbing under houses, with 
repeated exposure of his arms and legs to 
injury and contact with the soil. The pa- 
tient was in poor general health, having in- 
sulin-dependent diabetes mellitus and re- 
quiring hospitalization for congestive 
heart failure secondary to arteriosclerotic 
cardiovascular disease and peptic ulcer dis- 
ease of the stomach. He had been eval- 
uated on a number of occasions for vague 
arthralgias, suggestive of a collagen vascu- 
lar disease, but this diagnosis was not cor- 
roborated by appropriate laboratory stud- 
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Fig 2.—Case 2. Dorsum of right hand be- 
fore treatment. 





Fig 4.—Case 3. Lateral aspect of left leg 
before treatment. 





ies. Past history included tuberculosis in 
1953, which was thought to have been ade- 
quately treated and to be inactive. 
Dermatologie examination revealed ap- 
proximately ten subcutaneous nodules 
within the skin covering the left knee. The 
nodules were firm to palpation and only 
slightly elevated with an overlying scaly 





Fig 3.—Case 2. Dorsum of right hand 
showing postinflammatory depigmentation 
after treatment. 
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Fig 5.—Case 3. Anterior aspect of left 
knee before treatment. 





Fig 6.—Case 3. Lateral aspect left leg 
one year later after treatment 


Fig 7.—Case 3. Anterior aspect of left 
knee one year later after treatment. 





surface. Lesions varied in size from 0.5 to 2 
em in diameter, were roughly oval in 
shape, and had an irregular border. There 
was some hyperpigmentation intermixed 
with areas of atrophy (Fig 1). On the lat- 
eral aspect of the right elbow were similar 
subcutaneous nodules with only mild over- 
lying epidermal change. Culture grew 
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Fig 8.—Metabolic pathways involved in uptake and production of extrinsic and intrin- 
sic pyrimidines and their fluorinated derivatives in Saccharomyces cerevisiae. Modali- 
ties of resistance against fluorinated compounds are shown.’ (From Vandevelde et al’) 


Phialophora jeanselmei with an MIC to 
flucytosine of 6.25ug/ml. The infection 
cleared after 98 days of complication-free 
therapy, but it recurred one year later. The 


reason for relapse is uncertain, but a de- 


bilitated state and concomitant cortico- 
steroid therapy may certainly have been 
important features. The second course of 
therapy was given uninterruptedly for 95 
days and was clearing the chromomycotic 
infection when the patient entered the hos- 
pital and died suddenly with a fulminant 
pneumococcal infection. The autopsy re- 
vealed pneumococcal bacterial endocar- 
ditis, pulmonary emboli, and active gastric 
ulcers. Approximately one month prior to 
his last hospital admission, the patient had 
been treated successfully for pneumococcal 
pneumonia. There was no evidence of chro- 
momyeosis at the time of death. 

Case 2.-A Tl-year-old black male 
farmer developed an asymptomatic warty 
patch of dermatitis on the right hand that 
slowly progressed over a period of six 
years. Examination of the skin revealed a 
verrucous thickened plaque involving the 
dorsum of the right fifth finger and ex- 
tending to the dorsum of the right hand 
(Fig 2). The plaque was not friable or ten- 
der to the touch. There were no other im- 
portant skin lesions noted. Culture grew 
Phialophora jeanselmei with a MIC to 
flueytosine of 3.l2ug/ml. Just prior to 
starting therapy for chromomycosis, the 
patient underwent a prostatectomy for 
adenocarcinoma of the prostate. Treat- 
ment with flucytosine was discontinued af- 
ter 31 days because of his development of a 
42% eosinophil count on the peripheral 
blood smear. Stools for ova and parasites 
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were negative and no definite cause for the 
eosinophilia was discovered. Eosinophil 
count returned to normal 34 days later and 
did not rise in subsequent courses of 
flucytosine therapy. A course of radio- 
therapy for the adenocarcinoma of the 
prostate was begun three days after the 
appearance of the eosinophilia. The chro- 
momycotic infection resolved completely 
without additional therapy, leaving only 
depigmented and slightly thickened skin. 
Ten months later, there was a redevelop- 
ment of a scaly plaque of much less sever- 
ity than the original lesion. The patient 
was treated for 39 additional days with 
flucytosine, which resulted in clinical and 
mycologie clearing (Fig 3). 

Case 3.-A 67-year-old white man 
worked as a woodsman, carpenter, and 
farmer prior to the development of a pro- 
gressively disabling dermatosis of his left 
leg. The patient's skin problem started as 
nonhealing ulcers of his left ankle when he 
was approximately 30 years of age. When 
first seen, involvement extended from the 
inguinal fold to and including the sole 
of the foot. The skin of the entire lower 
leg was covered with crusted, verrucous 
plaques that were very friable and bled 
with mild manipulation (Fig 4 and 5). 
Purulent material could be expressed from 
the base of many of the plaques with mild 
pressure. That skin of the left leg not cov- 
ered with warty or scaly lesions was defi- 
nitely atrophie in appearance and there 
were areas of both depigmentation and hy- 
perpigmentation. The use of crutches for 
ambulation was a necessity because of 
pain on weight bearing, the inability to put 
on a shoe, and flexion contracture at the 


. e? 
knee. A foul odor assacideemywith the der" 
matosis was most disturbing tg the patieng 
and offensive to those persons coming in 


contact with him. Fungus cultures grew . 


Phialophora pedrosoi with a MIC to. 
flueytosine of 6.25ug/ml. Therapy with, 
flucytosine was continued until complete 
clinical and myeologic absence of disease. 
A therapeutic period of 235 days was nec- 
essary for eradication of the disease. The 
treatment was interrupted by several days 
of nausea, which did not recur with re- 
sumption of therapy. At the conclusion of 
therapy, all disabilities had resolved as had 
the apparent atrophy of the skin (Fig 6. 
and 7). The patient has been followed up 
for longer than a year after completion of - 
therapy, and he shows no signs of recur- 
rence. 


Comment 


Treating deep-seated mycoses due 
to Phialophora species is difficult. 
Thiabendazole, iodides, isoniazid, and 
amphotericin B have all been used 
previously with only partial success. 
In the past, many patients had pro- 
tracted courses of topically, intrale- 
sionally, systemically, and occasion- 
ally intravenously given therapy only 
to have their disease terminated by 
wide surgical excision of the involved 
skin or amputation of the affected 
part. Patient 3 had been treated by 
local infiltration with amphotericin B 
with definite involution of the disease 
process,’ which, however, was fol- 
lowed by recurrence and a slow re- 
lentless progression. 

Recently, Block et al^ have em- 
ployed an experimental model in the 


mouse, using Cladosporiwm trichoides - 


isolated from documented cases of 
human Cladosporiosis. They con- 
cluded that flucytosine may be the 
first promising drug for the treat- 
ment of this disorder. 

Flucytosine has been successfully 
used for the treatment of cryptococ- 
eal, candidal, and Aspergillus infec- 
tions? This compound was first 
synthesized by Duschinsky et al” to- 
gether with other fluorinated pyrimi- 
dines, eg, fluorouracil. The compound 
acts as an inhibitor of nucleic acid 
synthesis. In man, the drug is well- 
absorbed from the gastrointestinal 
tract, attains high tissue levels in- 
cluding the central nervous system, is 
not metabolized under normal cir- 
cumstances, and is excreted almost 
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totally ungeeerad by the renal route. 
The sideeffects that have been re- 
porfed are mild and transient. These 
include anorexia, nausea, eosinophilia 
(whieh has been observed only in pa- 
tient 2), and elevation of serum trans- 
aminase levels. The most untoward 
effect is leukopenia, which may neces- 
sitate intermittent discontinuation of 
the drug but which has always been 
reversible. It is recommended that he- 
patie, hemopoietie, and renal func- 
tions be monitored weekly for the 
first month, then bimonthly. 

« The drug's actions on the inter- 
mediate pathways of nucleic acid syn- 


" thesis have been postulated by Jund 


and Lacroute" in Saccharomyces cere- 
visiae (Fig 8). A similar mechanism 
has now been shown for Candida al- 
bicans." The exact sites of anti- 
metabolic action in other fungi are 
not known. It is thought that flucyto- 
sine exerts its fungistatie action by 
interfering with the synthesis of 
nucleic acid after having been con- 
verted to fluorouracil within the cell. 

There have been several well-docu- 
mented reports concerning resistance 
developing during treatment and 
present de novo before use of flucyto- 
sine.'* These have been confirmed 
both in vitro and, clinically, in vivo 
where flucytosine has been ineffec- 
tual in eradication of the infection. 
The principal organisms were Crypto- 
coccus, Candida sp, and Torulopsis 
glabrata. Development of cryptococ- 
cal resistance encountered after us- 
age of flucytosine in earlier cases had 
been ascribed to the initial low dos- 
age employed (50 mg/kg).'? De novo 
resistance seen with Candida, how- 
ever, was much more common, and se- 
lection of resistant strains has not 
been observed. 
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The three cases described in this re- 
port had MIC values well within the 
sensitive range as established by Sha- 
domy et al." 

Vandevelde et al have described 
clinical cures in candidemias utilizing 
flueytosine where the MIC has been 
well within the resistant range.’ The 
mechanism for such a phenomenon is 
as yet unclear. The cases involving 
young children did not spontaneously 
clear upon removal of an intrave- 
nously situated polyethylene cathe- 
ter. 

Phialophora infections appear to be 
so responsive to flucytosine, that, af- 
ter discontinuing the drug in one pa- 
tient because of eosinophilia, the 
chromomycosis continued to regress 
and clinical and mycologic clearing 


occurred. We do not recommend short 


courses of therapy but prefer admin- 
istering flucytosine (150 mg/kg) until 
all lesions have disappeared and the 
affected areas are free of the fungus. 
This may be documented clinically, 
with biopsy specimen and by culture. 

The clinical results obtained in 
three patients and in vitro sensitivity 
data indicate that flucytosine may 
emerge as the drug of choice for chro- 
momycotic infections due to Phialo- 
phora species. Side-effects observed in 
this and other series are few and are 
reversible to normal with cessation of 
the drug therapy. 


This research was supported in part by train- 
ing grant AI 00341-04 from the National Insti- 
tutes of Health, Bethesda, Maryland. 

Hoffman-La Roche Inc, Nutley, NJ, paid for 
the color reproductions. 
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Nonproprietary Names and : 
Trademarks of Drugs f 


Amphotericin B—Fungizone. 
Flucytosine—Ancobon. 
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Introducing 
anew dimension 
in acne therapy 
from Westwood. 


e Reduces irritating free fatty acids and 
controls desquamation...two forms for 
greater therapeutic flexibility. 


e A unique gel vehicle—with 5.5 ph—for 
increased stability and to maintain 
efficacy. 


DesquamX? EE 


CONTENTS: Desquam-XTM 5 contains 597 Benzoyl Peroxide, 6% 
polyoxyethylene lauryl ether, 37% ethyl alcohol, carboxy vinyl co- 
polymer, di-sodium edetate, di-isopropanolamine and water. 


Desquam-XTM 10 contains 1095 Benzoyl Peroxide, 675 polyoxy- 
ethylene lauryl ether, 37% ethyl alcohol, carboxy vinyl copolymer, 
di-sodium edetate, di-isopropanolamine and water. 


INDICATION: A topical aid for the control of acne vulgaris. 


ACTION: Provides the desirable drying and desquamation needed in 
the topical treatment of acne. Desquam-X has been demonstrated to 
have anti-bacterial effects, especially against Corynebacterium acnes. 


DIRECTIONS FOR USE: After washing as instructed, rub 
Desquam-X into affected areas twice daily. In fair-skinned individ- 





è A non-perfumed, easily applied gei for 
outstanding patient acceptance. 


e Provides significant drying and anti- 
bacterial therapy for the topical treat- 
ment of acne. 


Desquamx TUN 


uals or under excessively dry atmospheric conditions it is suggested 
that therapy be initiated with one application daily. The desired de- 
gree of drying and peeling can be obtained by modification of the 
dosage schedule. 


CONTRAINDICATIONS: Not to be used in patients known to be 
sensitive to any ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes and mucous membranes. 
For external use only. Keep this and all medications out of the 
reach of children. 

NOTE: May bleach colored fabrics. 

HOW SUPPLIED: Plastic tubes 1.5 oz. (42.5 gm.). 


CAUTION: Federal law prohibits dispensing without prescription. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N. Y. 14213 
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Both dosage 
forms with 


Aquat ain 
Hydrophilic Base ' 


Available as: 

ARISTOCORT A—0.1% Top. 
ical Cream in 15 Gm. and 

75 Gm. tubes; 0.5% Topical 
Cream in 15 Gm. tubes. 





Treats steroid-responsive skin lesions 
while it helps maintain hydration 


effective topical steroid 


e provides triamcinolone acetonide, the fluorinated steroid known for 


potent anti-inflammatory action 


paraben-free 


e to guard against potential hypersensitivity 


in the unique AQUATAIN base 


e combines two moisturizing agents to effectively retain available moisture 
e provides a protective lubricant barrier 


so pleasant to use, it feels like an elegant cosmetic cream 
e smooth to the touch —leaves medicated areas feeling supple and smooth 


e its light texture makes it easy to spread, gentle to highly irritated lesions 
e disappears more easily and rapidly than conventional vanishing cream bases— 


without "pilling" or soapiness 


ARISTOCORT®A TOPICALS 


DESCRIPTION: 0.1% or 0.5% Topical Cream with AQUATAIN™ 
base: 

Each gram of ARISTOCORT A contains 1 mg. (0.1%) or 5 mg. 
(0.595) of the highly active steroid, Triamcinolone Acetonide (a 
derivative of triamcinolone) in AQUATAIN., a specially formulated 
base composed of ethoxylated steary! alcohol, isopropy! palmi- 
tate, glycerin USP, sorbitol solution USP, lactic acid, 2% benzyl 
alcohol and purified water. 

AQUATAIN is a specially formulated base which provides a pro- 
tective lubricant plus two moisturizing agents to effectively re- 
tain available moisture. The base is non-staining, water- 
washable, paraben-free, spermaceti-free and has a light texture 
and consistency. 

Indications: For the treatment of steroid-responsive dermatoses. 
Contraindications: Viral skin diseases, such as varicella and vac- 


cinia; hypersensitivity toany component (notfor ophthalmic use); 
when circulation is markedly impaired. 

Warnings: Safety of use in pregnancy has not been absolutely 
established. Do not use extensively, in large amounts, or for pro- 
longed periods of time in pregnant patients. 

Precautions: If irritation develops, discontinue use and iristitute 
appropriate therapy. In infections, use appropriate antifungal or 
antibacterial agents; if a favorable response does not occur 
promptly, discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are treated or the 
occlusive technique is used, increased systemic absorption of 
the corticosteroid may occur; take suitable precautions. 
Adverse Reactions: (loca!) Burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 


ec LEDERLE LABORATORIES » A Division of American Cyanamid Company, Pearl River, New York 10965 848-4 


I 





.. — can be used daily foroily hairandscalp — S 


Specially formulated to cleanse, control and condition oily hair. 
associated with acne. It contains special conditioners which help 

prevent tangles and fly-away hair. The pH is 5.5...leaves the hair 

soft and manageable. Gentle enough to be used as often as neces- 

sary. CONTAINS NO FORMALDEHYDE. Supplied: 4 oz. and 8 oz. 

plastic bottles. 
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Case Reports 





A 43-year-old woman has extensive 
nevus of Ota associated with ipsilateral 
sensorineural deafness. She has unilat- 
eral pigmentary involvement of the upper 
portion of the face, palate, nasal ala, pos- 
terior portion of the concha auriculae, ex- 
ternal ear canal, and tympanic membrane. 
She has increased pigmentation of the 
sclera, conjunctiva, iris, and retina of the 
left eye. Melanoma may develop in the 
skin, eye, and brain in these patients and 
probably occurs more frequently in white 
than in nonwhite patients. Melanocytes 
are a normal component of the petrous 
bones of the ear; and the melanocytes are 
increased in this patient, causing her oto- 
logical problems. 


he awareness that deafness oc- 

curs in various genetic and con- 
genital disorders, many of which have 
important dermatological signs, is in- 
creasing."^? This is the first descrip- 
tion, to our knowledge, of a woman 
with extensive unilateral nevus of 
Otainvolving the ophthalmic and man- 
dibular divisions of the trigeminal 
nerve, including the left eye, the pal- 
ate, nasal ala, the scalp, the external 
ear canal, and the tympanic mem- 
brane. Ipsilateral sensorineural deaf- 
ness, a previously undescribed associ- 
ation, was also present. 


Report of a Case 


A 43-year-old married, Mexican-French 
woman has had abnormal pigmentation on 
the left side of her face since birth (Fig 1). 
No other members of the family have pig- 
mentary disorders or hearing loss. In- 
creased pigmentation occurred only during 
menarche. She has more pigmentation of 
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the sclera in the sun-exposed areas (Fig 2) 
and a more pigmented left iris and pig- 
mented left conjunctiva. 

The pigmentation of the forehead ex- 
tends onto the scalp and is associated with 
hirsutism, from the eyebrows to the scalp 
line. The posterior portion of the left con- 
cha is pigmented but not the anterior por- 
tion. However, the left external ear canal 
as well as the tympanic membrane are pig- 
mented. The midline area of the posterior 
palate is pigmented (Fig 3), and so is the 
left nasal ala. The left retina and iris are 
more pigmented than usual (Fig 4). There 
is no increase in intraocular pressure. 

The patient's hearing loss has been pres- 
ent for more than 20 years (Fig 5). She 
complains of the increasing severity of her 
headaches and vertigo, although the re- 
sults of tests of vestibular function were 
normal. Repeated radiological examina- 
tions of her skull, petrous portion of the 
temporal bone via lateral and transorbital 
views, revealed no abnormality. A brain 
scan, electronystagmography findings, and 
an electroencephalogram were normal. The 
patient did not allow a posterior fossa 
myelogram to be made. 

Examination of a skin biopsy specimen 
from the forehead showed that numerous 
spindle-shaped nevus cells (melanocytes) 
were scattered throughout the upper por- 
tion of the reticular layer of the dermis. 
Increased epidermal melanocytes and hy- 
perpigmentation of cells of the basal layer 
were present. 


Comment 


Pusey,‘ in 1916, described the rela- 
tionship of pigmentation of the face 
with pigmentation of the sclerae. 
This disorder was also reported to be 
present in Samoan natives by Leber 
and von Prowazek? in 1911. Much 
later, Ota^ and Ota and Tanino’ re- 
ported additional cases in which the 
patients had this unusual pigmenta- 
tion of the face and eye. Jensen and 
Haffly* suggested the name "oculocu- 
taneous melanosis", while Fitzpatrick 
and associates? as well as Cowan and 


Bree 
Unilateral Nevus of Ota . 


With Sensorineural Deafness 


William B. Reed, MD, Irvine, Calif; Gerald I. Sugarman, MD, Los Angeles i 


Balistocky'^ prefer the term “oculo- 
dermal malenocytosis.” 
these designations are incomplete de- 


scriptions of a more widespread dìs- _ 


order. Thus, the term “nevus of Ota” 
is the still preferred name because it 
does not limit the investigation of the 
complete disorder. This is a pigmen- 
tary disorder of melanocytes that oc- 
curs in many more structures of the 
head. 

Nevus of Ota is a condition that is 
more prevalent in Japan, where Tan- 
ino" reported 26 cases in 1939 and 
1940, Yoshida” reported 110 cases in 
1952, and Hidano and colleagues"? re- 
ported 61 cases in 1957 and 240 cases 
in 1967." None of these authors men- 
tion finding hearing loss in their pa- 
tients; but hearing tests with the au- 
diometer would have to be performed 
to detect mild sensorineural deafness. 

Tanino," who uses the unwieldy 
designation "naevus fusco-caeruleus 
ophthalmomaxillaris Ota," classified 
the disorder into four types and two 
subtypes: (1) mild, either (a) orbital or 
(b) zygomatic; (2) moderate; (3) inten- 


sive; and (4) bilateral. Our case would * 


fit into the classification of intensive 
nevus of Ota, a less frequently ob- 
served type, because of the more se- 
vere involvement. Hidano and associ- 
ates'? observed melanosis of the eye 
in 30 of 61 patients (49%), of the 
tympanie membrane in 16 of 29 pa- 
tients (55%), of the nasal mucosa in 
eight of 29 patients (28%), of the 
pharynx in seven of 29 patients (24%), 
and of the palate in 11 of 61 patients 
(18%). Melanocytes are present nor- 
mally in the middle ear, although 
their purpose has never been satisfac- 
torily explained (T.B. Fitzpatrick, 
MD, oral communication, June 1968). 
Ballooning of the posterior fossa to 
produce a step-like deformity of the 
occiput has been reported to have oc- 
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However, . 


short Yu. 


Fig 1.—Extensive nevus of face. 





Fig 2.—Melanosis oculi with more pigment in 


the sun-exposed area of sclera. 





Fig 4.—Increased pigment of the left retina (at left) as compared to the right retina (at 


right). 


curred in three patients" ° without 
any known cause. Audiograms were 
not recorded for these three patients. 

Although the nevus of Ota has long 
been considered to be a benign dis- 
order, melanomas have been found in 
three areas: (1) the skin, (2) the eye, 
and (3) the brain. Dorsey and Mont- 
gomery" described a 24-year-old 
woman (previously cited by Mulne 
and Sommerville) and a 16-year-old 
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Fig 5.—Audiograms of right and left ear; 


severe hearing loss of left ear. 


boy both of whom had invasion into 
the sinuses; both of these patients de- 
veloped melanomas in their nevi. 

An increasing number of reports 
describe malignant degeneration in 
the eye. Up to 1967, there had been a 
report by Font and associates" of dif- 
fuse malignant melanoma of the iris, 
reports by Jay'’ and by Hagler and 
Brown*’ of malignant melanoma of 
the orbit, and a report by Albert and 





2 o £ 
Fig 3.—Pigmentation of palate not confined 
to midline. 
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Scheie?' of malignant melanoma of the 
choroid. In 1861, however, Hulke-^ is 
believed to have reported the first 
case of melanoma of the choroid that 
was confirmed by pathologic studies. 
Additionally, at the Ophthalmological 
Institute of the University of Miami 
in the past two years, four white pa- 
tients were treated for melanoma of 
the eye associated with nevus of Ota. 
The true incidence of malignant de- 
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e. 

géneration of melanosis oculi is not 
known. However, J.D.M. Gass, MD, 
believes that the nevus of Ota in 
Whites has a greater tendency for 
malignant transformation than in 
e Japanese (oral communication, J.D.M. 
eGass, MD, June 1973). 

Glaucoma may also be a complica- 
tion in nevus of Ota because of in- 
creased intraocular tension from the 
increase of melanocytes. 

A patient with primary malignant 
melanoma of the brain was described 
by Gomez-Gonzales and associates.” 
Willis* described another patient 
with malignant melanoma of the 
brain in whom a thorough autopsy 
failed to disclose melanomas else- 
where. In view of the finding of 
increased leptomeningeal melanocy- 
tosis in cases of giant hairy pig- 
mented nevus syndrome, it would not 
be surprising to find a similar coun- 
terpart in the leptomeninges in cases 
of nevus of Ota and to find the subse- 
quent development of primary mela- 
nomas in the  brain.^  Hidano, 
however, reported no neurological 
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symptoms in his 240 patients, but he 
did not do audiometric studies. He 
noted no inheritance pattern and con- 
sidered the disorder to be congenital. 
However, many patients with mild 
unilateral hearing loss may be un- 
aware of their deficit. 

Mishima and Mevorah* found der- 
mal nevus cells in close relationship 
with and among the sheaths of pe- 
ripheral cells. Yoshida’? believes that 
nevus of Ota cells are derived from 
the perineurium and endoneurium, 
while Masson” thinks that they have 
a neuroectodermal origin. On the 
other hand, Kawamura” believes that 
the nevus of Ota cells come from the 
neural crest and thus would be re- 
lated to the peripheral nerves. In 
their paper, Mishima and Mevorah** 
reported two cases of neurilemoma 
with a blue nevus (also dermal nevus 
cells) in which the cells were identical 
to the nevus of Ota cells. 

Alfonso Corti, the great Italian 
anatomist, was the first to note pig- 
ment scattered through the various 
portions of the inner ear. Results of 
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of the auditory nerves would lead 
to sensorineural deafness, and one 
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a rare finding in patients with the 
nevus of Ota if they had complete 
audiometric examinations. 
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Flare Dermatitis 


Occurrence in Skin Transplant Donor Site 
Following Sensitization in Recipient Site 


William P. Jordan, Jr., MD, James W. Finn, MD, Richmond, Va 


A man developed allergic contact der- 
matitis in a split-thickness skin autograft. 
The year-old donor site flared spontane- 
ously. This unusual finding could be due 
to nonspecific factors associated with in- 
jured skin; however, it is proposed that re- 
gional or permanently altered skin pro- 
tein, common to both sites, contributed to 
it on an immunological basis. 


Nhe appearance of dermatitis in a 
skin transplant donor site follow- 

ing the onset of allergic dermatitis in 
the recipient grafted area is an un- 
usual occurrence. Although this reac- 
tion has not been the subject of a 
medical report, one of us (W.P.J.) has 
seen two cases. We are aware that 
this donor site flare has been observed 
by Flowers, a plastic surgeon with 
extensive experience in skin grafting 
(written communication, May 1973), 
and by John C. Mitchell, MD (oral 
communication, June 1973). In our 
first ease, a man with a skin graft 
over the right anterior area of the 
ankle developed an infectious eczema- 
toid dermatitis there because it was 
bathed by a draining osteomyelitis 
from the adjacent tibial region. The 
donor site, located on the mid-ante- 
rior portion of the right thigh, was 
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the only other site to develop a sim- 
ilar dermatitis. The subject of this re- 
port, however, is the second case in 
which a man developed allergic con- 
tact dermatitis in a site that had been 
regrafted one year previously. Only 
the second donor site flared. 

The possible mechanisms of this 
type of flare are discussed in relation 
to popular concepts involving the 
flare responses seen in contact derma- 
titis and carrier proteins. 


Report of a Case 


In 1964, a 27-year-old US Air Force en- 
listed man sustained an avulsion injury 
over the medial aspect of the right ankle in 
an automobile accident. A split thickness 
skin graft taken from the left anterior 
thigh closed the defect and it did well for 
two years. While stationed in Labrador, 


his skin became dry, and “hairline” cracks ` 


and scaling developed at the edges of the 
ankle graft. He was hospitalized, and the 
graft site was treated with unknown topi- 
cal medications for one month. A second 
split-thickness grafting was undertaken 
because of weeping and deterioration in 
the original graft. The second graft, taken 
from the anterior area of the chest wall on 
left side, took well and remained clear for 
one year. Again, dryness and superficial 
cracking developed while he was stationed 
in Alaska. This problem was managed with 
topical creams or ointments for approxi- 
mately eight months. The patient was then 
transferred to Virginia, and the graft site 
had several small ulcerations, but no drain- 
age or eczema. His physician prescribed a 
cream containing triamcinolone acetonide, 
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Fig 1.—Contact dermatitis in graft site 
from neomycin and ethylenediamine. 


neomycin sulfate, gramicidin, nystatin, 
and a stabilizer, ethylenediamine (Myco- 
log). This topieal agent was applied to the 
ankle site for several weeks. The patient 
was admitted to Walter Reed General Hos- 
pital in July 1969 when dermatitis devel- 
oped in the graft site, followed by a spon- 
taneous flare of dermatitis in the chest 
donor site. 

Past history revealed an allergy to orally 
administered sulfa medications. The rou- 
tine laboratory values were normal. When 
the patient was seen on consultation, there 
was a subacute dermatitis in the ankle 
graft (Fig 1) and chest donor site. Derma- 
titis in the donor site had initially been 
limited to the exact confines of the area. 
The eruption showed some extension be- 
yond this donor site seven days after its 
initial appearance in this area (Fig 2). The 
patient was emphatic that no medication 
had been applied to the donor area. The re- 
maining skin, including the original thigh 
donor site, was normal. 


Patch Testing 


Occlusive patch tests were per- 
formed on the back with allergens 
from a standard screening tray. 
Strong positive responses to standard 
test concentrations for neomycin, 
ethylenediamine, and bacitracin oint- 
ment were observed at 72 hours.’ 


Hospital Course and Follow-Up 


Fluocinolone acetonide cream was 
substituted for the previous medica- 
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tion, and both areas cleared in two 
weeks. In 1978, the patient was lo- 
cated in Minnesota. His graft and 
second donor site remained clear for a 
year after discharge. Since then, the 
patient has experienced two sponta- 
neous flares of mild dermatitis simul- 
taneously in both these sites. The 
first resolved with topical application 
of betamethasone valerate cream ap- 
plied to both areas. The second epi- 
sode responded to self-administered 
sunlamp treatments. These exacerba- 
tions have not been linked to oral 
provocation with compounds related 
to neomycin, ethylenediamine, or bac- 
itracin. The patient was specifical- 
ly questioned about antihistamines 
chemically related to ethylenediam- 
ine. 


Comment 


There are two localized flare re- 
sponses that are common to sponta- 
neous and experimentally produced 
dermatitis. The first is the spontane- 
ous flare of a patch test site one to 
three weeks after application. The 
initial test induces allergy because 
there is enough residual antigen or 
haptene in the skin after the induc- 
tion phase is completed to function as 
an elicitation dose. One can witness 
this cell-mediated event with great 
regularity in normal individuals sen- 
sitized to 2, 4-dinitrochlorobenzene by 
the method of Catalona et al? The 
second spontaneous flare response oc- 
curs in patients with allergic contact 
dermatitis. They experience a reacti- 
vation of the dermatitis in the origi- 
nal exposed sites when patch tested 
with the appropriate antigen or par- 
tial antigen. Oral and parenteral ad- 
ministration of allergens that were 
originally induced by epicutaneous 
exposure can cause exacerbation of 
the original dermatitis, the patch test 
site, and in addition produce a gener- 
alized dermatitis. 

Cronin has recently reviewed clini- 
cal examples of localized flares due to 
common contact sensitizers given sys- 
temically.* The reactivation of patch 
test sites or previously sensitized skin 
sites is typically observed about eight 
hours after the antigen is ingested. 
This suggests a mechanism other 
than a cell-mediated response. Polak 


Fig 2.—Donor site dermatitis of ten days’ 
duration with dermatitis extending beyond 
Original donor site area. 


and Turk studied these flare re- 
sponses in dichromate-sensitive 
guinea pigs and found that they could 
be blocked by antigranulocytic serum 
but not by serum that specifically 
blocks contact sensitivity. A biopsy 
specimen of guinea pig flare re- 
sponses revealed polymorphonuclear 
leukocytes in the vessel wall. These 
findings favor humoral antibody as 
the mediator of this flare response. 
Polak and Turk suggest that residual 
antigen from a previous exposure ex- 
ists in these sites. A new challenge 
with the same antigen might be ca- 
pable of turning on specific local im- 
munoactive cells to produce humoral 
antibody, which would react with the 
residual antigen. Another possibility 
they mention is that the flare occurs 
because this extra antigen reacts 
with antibody that is continually 
being stimulated by the residual anti- 
gen, this residual antigen alone being 
insufficient in concentration to pro- 
duce this response. 

A spontaneous flare of dermatitis 
in the donor graft site after an aller- 
gic reaction in distal split-thickness 
grafted skin would not be confused 
with the two previous flares clinically. 
Donor site flare resembles auto- 
eczematization ("ID") with the brunt 
of the reaction confined to an altered 
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œ area. Prio nfedical management, 
*this jl titis was beginning to ex- 


tend beyond the confines of the donor 
site and possibly would have general- 


* ized. 


- Aside from which type of immuno- 
logical mechanism is evoked, the cen- 
tral question concerns the appearance 
of dermatitis in the year-old donor 
site. Did the donor site flare because 
of sequestration of small amounts of 
circulating antigen, or nonspecifically 
because it is an area of “locus minoris 
resistentiae"? Did this area flare be- 
cause the circulating incomplete anti- 
gen (haptene) became complete by 
conjugating with the same type of 
unique skin protein that could exist 
only in both the donor and recipient 
sites? 

We favor the latter possibility. The 
first donor site on the thigh has never 
flared, and this area should be subject 
to the same pooling of antigen, or iso- 
morphic response. Also, only the sec- 
ond donor site and its recipient site 
have flared mildly (within days of 
each other) on two occasions in the 
past two years. This would reinforce a 
common immunological reaction be- 
tween these two sites. These flares 
appear to be spontaneous because 
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there was no history of prior topical 
treatment and, in particular, a his- 
tory of ingesting allergens that are 
antigenically similar to compounds 
that have induced his known al- 
lergies. 

We suggest that these two sites 
have a common carrier protein based 
on either regional or permanently al- 
tered skin protein. This protein is 
complexed to the haptenes at the 
graft site. Antibody, cellular or circu- 
lating, reacts in the donor site when 
absorbed haptene complexes in this 
area. There is evidence of regional 
skin protein differences in guinea 
pigs." Their sensitization to autolo- 
gous split-thickness skin of the dorsal 
or ventral surfaces has produced der- 
matitis in these respective sites even 
if challenge injections are given in 
other sites. Epstein was the first to 
suggest that certain clinical manifes- 
tations of allergic disorders were due 
to a combination of haptene with dif- 
ferent skin proteins.’ He referred to 
vesicular eruptions of the palms when 
a vesicular dermatitis of the feet was 
induced by Trichophyton mentag- 
rophytes. This same organism could 
produce a follicular “ID” when the 
primary infection in the scalp was 
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follicular. In cell-mediated responses, 
carrier protein-haptene conjugates 
are important in determining the 
specificity of antigen complex.*? Our 
man's allergy to the topical medica- 
ment could be demonstrated by patch 


tests on the back. This would suggeste 


that a second carrier protein is in- 
volved for generalized sensitivity. 
Epstein has extensively discussed the 
concept of more than one skin protein 
combining with a haptene.' This pa- 
tient's sensitivity level may favor the 
localized response as opposed to a 
generalized reaction. Increases in in- 
tensity of allergic responses in areas 
of primary sensitization have oc- 
curred.*'* Commenting on this find- 
ing, Baer mentions that preferential 
conjugation to local proteins is a pos- 
sible explanation.’ It must be pointed 
out, however, that the physical vari- 
ables in patch testing are not easy to 
control in order to demonstrate these 
observed differences. | 

The possibility that general skin 
protein as well as regional or dam- 
aged skin protein are coexisting car- 
riers is underscored by this case re- 
port. 
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IgG and Complement-Fixing 


Pseudointercellular Antibodies 


~ After Thermal Injury 


LE 


Richard J. Ablin, PhD, Chicago; Ian Alan Holder, PhD, Cincinnati 


The IgG and complement-fixing (C'F) 
peripheral or membranal antinuclear au- 
toantibodies masquerading as inter- 
cellular antibodies have been observed by 
indirect immunofluorescence on autolo- 
gous skin biopsy specimens of two pa- 
tients following thermal injury. Immuno- 
histologic localization in these patients of 
in vivo bound C' to the nuclear mem- 
brane, the same site at which in vitro re- 
actions of both IgG and C'F autoantibody 
occur offer further evidence suggestive of 
the participation of immunologic phenom- 
ena following thermal injury that may con- 
tribute to the generalized depression of 
host resistance in burn patients. 


umerous studies have pointed 

to the presence of various alter- 
ations of the host's immune response 
following thermal injury, including 


'the appearance of diverse “auto- 


antibodies,” eg, intercellular (IC) 
"pemphigus-like" antibodies. We 
have observed by immunofluores- 
cence (IF) the presence of IgG and 
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complement-fixing (C'F) pseudo-IC 
autoantibodies (peripheral or mem- 
branal antinuclear antibodies [ANA] 
mimicking IC antibodies on squamous 
epithelial tissue*) in the serum of two 
patients following thermal injury and 
the in vivo fixation of C' to the nu- 
clear membrane on skin biopsy speci- 
mens obtained from these two burn 
patients. 


Patients and Methods 


Indirect IF staining for the sensitivity 
and specificity of serum obtained from two 
patients ten days after they suffered 1596 
and 26% third-degree burns, respectively, 
was established, as previously described in 
detail? In brief, biopsy specimens of 
burned and unburned skin from the two 
patients and mouse liver, as a source of 
substrate, were quick-frozen in liquid ni- 
trogen, sectioned at 4u in a cryostat, and 
treated (unfixed) with serial twofold dilu- 
tions of the patients' serum and with a 
fluorescein-labeled goat antiserum to hu- 
man IgG y-chain. This conjugate had an 
apparent fluorescein-protein (F /P) ratio of 
14 and was used at 0.25 unit of IgG per 
milliliter.» Monospecificity was ascertained 
by double-diffusion gel precipitation and 
immunoelectrophoresis? Complement-fix- 
ing antibodies were determined by a modi- 
fication® of the indirect C' IF technique’ 
with fresh normal human serum serving as 
a source of C’ and a fluorescein-labeled an- 
tiserum to human £,,/f,,. This conjugate 
had an apparent F/P ratio of 1.6 and was 
used at 0.25 unit of £,,-globulin/ml. Speci- 
ficity was determined by gel precipitation.* 


Direct IF staining of biopsy specimens 
of both burned and unburned autologous 
skin for the presence of in vivo bound C'3 
was employed with the fluorescein-labeled 
antiserum to human C'3 described previ- 
ously.* 


Results 


The initial pattern of indirect IF 
staining obtained with the serum 
from patients 1 and 2 and a fluores- 
cein-labeled antiserum to human IgG 
on autologous unburned skin is shown 
in the Figure. An identical IF staining 
pattern was seen following indirect 
C' IF staining. The contiguous oval- 
like morphologic findings of these IF 
staining patterns suggested the pres- 
ence of peripheral ANA mimicking 
IC antibodies. This contention was 
verified by indirect IF staining of sec- 
tions of liver with serum from these 
two patients that disclosed the pres- 
ence of peripheral ANA. 

Direct IF staining for the presence 
of in vivo binding of C’3 disclosed fix- 
ation at the same site and yielded the 
same IF staining pattern shown in 
the Figure. 

Although both burned and un- 
burned skin biopsy specimens were 
initially obtained, IF studies with 
burned skin proved to be of little 
value since the majority of sections of 
such tissue possessed insufficient epi- 
thelium or were damaged too severely 
to permit identification of normal his- 
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Indirect IF Staining Titers of Antinuclear and 
Pseudo IC Antibodies in Burn Patients 


* Range in Indirect IF Staining Titer 


Nuclei* 
With IgG} 





Pseudo-ICT 


IgG C’3 (Bic/Bia)§ 


*t Mouse liver and autologous unburned human skin served as test antigens, respectively. 
18 Specificity of fluorescent-labeled antiserum employed. 
|| Recorded as reciprocal of highest dilution of serum that reacted. 
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Indirect IF staining reaction illustrating pseudo IC IF staining pattern (arrow) obtained 
from biopsy specimens of unburned skin from burn patient 1 following incubation with 
1:20 dilution of autologous serum and addition of fluorescein-labeled goat antiserum to 
human IgG (oil, original magnification X 400). 


tologie landmarks. Indirect IF titers 
of ANA and pseudo-IC antibodies on 
liver and autologous unburned skin in 
the serum of patients 1 and 2 follow- 
ing thermal injury are presented in 
the Table. Both patients bound C’3 in 
vivo. 


Comment 


Not all antigen-antibody complexes 


fix C’ and the identification of in vivo 


bound C' de facto does not by itself 
provide unequivocal evidence that its 
fixation is due to antibody. However, 
the demonstration in the present 
study of the in vivo binding of C’3 at 
the same site, ie, the nuclear mem- 
brane, at which in vitro reactions of 
both IgG and C'F autoantibody occur 
by indirect IF staining is very sug- 
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gestive of the participation of immu- 
nologic phenomena attributable to 
thermal injury. 

The identification of C'F anti- 
nuclear autoantibody in these two pa- 
tients is of further interest in view of 
previous studies suggesting a rela- 
tionship between the C'F ability of 
autoantibodies and tissue damage.* 
Absence of C'F antibodies in post- 
burn sera evaluated by others? may 
be attributable to the immuno- 
globulin type of antibody, eg, IgG, 
IgA, and IgM differ in their ability to 
fix C'.^"' Certainly, the presence of 
C’F antibodies and the in vivo bind- 
ing of C' following thermal injury 
may offer some explanation to the in- 
creased susceptibility to infection and 
general depression of host defense 


mechanisms observed in burn på- 
tients. 

In conclusion, it should be recog-* 
nized that the importance of the find- 
ings herein presented is not so much 


the identification in postburn sera of, 


C’F ANA masquerading as IC anti- 
bodies. It is rather the awareness that 
the morphologic findings of IF stain- 
ing patterns may, particularly to 
those of us employing the fluorescent 
antibody method as an adjunctive 
diagnostic and prognostic aid, point 
to the presence of false-positive reac- 
tions due to the existence of periph- 
eral ANA*" and that the in vivo ad- 
sorption of C’ may provide further 
insight, as mentioned previously, into 
the finding of increased susceptibility 
of burn patients to infectious agents. 
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a Inf antile Syphilis Accompanied by 
^. Anticomplementary Effect of Cryoglobulin — . 


Report of a Case 


Satoru Watanabe, MD, Susumu Watanabe, MD, Kurashiki, Japan 


In a case of infantile syphilis, evaluation 
of the complement fixation test for syphi- 
lis was difficult because of an anti- 
complementary effect caused by cryo- 
globulin. The anticomplementary effect 
was not removed even after heating the 
serum at 56 C for 30 minutes; the super- 
natant was used for the test after keeping 
it at 5 C for 18 hours. Cryoglobulin dis- 
appeared following administration of pen- 
icillin G procaine. 


aluation of the complement 

fixation test for syphilis was dif- 
ficult in an infant due to an anti- 
complementary effect caused by 
eryoglobulin (CG). 


Report of a Case 


A 2month-old boy was brought to our 
clinic for examination in November 1968. 
He was a full-term baby and weighed 3,900 
gm (8 Ib 10 oz) at birth. About 40 days af- 
ter birth, he developed reddish purple des- 
quamative eruptions on the palms and 
soles, and moist erythematous eruptions in 
the neck, axillae, and perianal regions. He 
also suffered from a nasal obstruction. 
Perioral lesions were not noted. The liver 
was palpable 4.5 em below the costal mar- 
gin. The spleen was not palpable. 

Serological tests for syphilis (VDRL, 
Kahn, and treponema pallidum hemagglu- 
tination test) were positive, but the com- 
plement fixation test could not be eval- 
uated due to an anticomplementary effect. 
Upon storage in the cold, the serum of the 
patient was seen to have a white turbidity, 
and precipitation but became clear after 
warming at 37 C, indicating the presence 
of eryoglobulin (CG). This serum still gave 
a white turbidity and precipitation in the 
cold after heating at 56 C for 30 minutes; 
after keeping the supernatant at 5 C for 18 
hours it gave a positive result to the com- 
plement fixation test. 
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When a serological test for syphilis was 
performed, the patient's parents showed 
positive reaction, but his only sister at age 
3 was negative. The serological test of his 
mother during the fourth month of preg- 
nancy was, however, negative; she had no 
history of previous abortion. No CG was 
found in the members of his family. 

Laboratory data at the first examina- 
tion were as follows: peripheral blood cell 
count revealed a red blood cell count of 
4,330,000/cu mm; hemoglobin, 10.4 gm/100 
ml; hematocrit, 34%; white blood cell count; 
22,350/cu mm, with 14.5% band-form neu- 
trophils, 1% segmented neutrophils, 9% eo- 
sinophils, no basophils, 0.5 monocytes, 2% 
large lymphocytes, and 73% small lympho- 
cytes. The rheumatoid arthritis test was 
positive. At the age of 21$ months, values 
were as follows: total serum protein, 6.4 
gm/100 ml; albumin, 53.6%; a,-globulin, 
6.2%; a,-globulin, 13.4% f-globulin, 12.4%; 
and y-globulin, 14.4%. At 3% months after 
birth, IgG concentration was 1,029 mg/100 
ml; IgM, 52 mg/100 ml; and IgA, 50 
mg/100 ml. 

Intramuscular injection of 300,000 units 
of penicillin G procaine was started, and a 
total of 12,000,000 units was given over a 
period of three months. No Herxheimer 
phenomen was noted. After the fourth in- 
jection, nasal obstruction disappeared and 
the eruption began to subside. Cryoglobu- 
lin gradually diminished and finally dis- 
appeared four months after the initial 
treatment. 


Comment 


Syphilis accompanied by CG has 
been reported by several investiga- 
tors,- but its occurrence in infants 
seems to be rare. Only one case in the 
literature in which pemphigus syphi- 
lieus neonatorum was accompanied 
by CG has been found.’ Mustakallio et 
al* reported that only four cases were 
congenital among 39 cases of syphilis 
with CG, but the age of these four pa- 
tients was not given. 

The anticomplementary effect of 
CG is known to disappear in most 
cases after heating at 56 C for 30 


minutes.^' The present case is un- 
usual because this effect was not re- 
moved even after heating and the 
serum could not be used for the com- 
plement fixation test. This inability 
to remove the anticomplementary ef- 
fect by heating was also described by 
Balazs et al’ in a cryoglobulinemic 
patient. Thus, in cases in which the 
complement fixation test for syphi- 
lis is difficult to perform because of 
the anticomplementary effect, there 
might be a case in which the effect of 
CG cannot be removed even after 
routine heating. 

In the present patient, CG dis- 
appeared completely following ad- 
ministration of penicillin. Previously, 
Biró et al' observed that CG in five 
patients with syphilis disappeared in 
response to penicillin treatment. On 
the other hand, Mustakallio et al* 
found that patients who had received 
treatment for syphilis still had CG. 
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It's plain to see that you need more than PRECAUTIONS | * aad i 
. . ° May prove irritating to sensitized skin in rare cases. If this occurs, 
an ordinary topical steroid to clear a discontinue therapy. May stain, ! 
eye e . : . If used under occlusive dressings or for a prolonged period, watch 
dermatitis infected with fungi or bacteria. for signs of pituitary-adrenal axis suppression. 
. . . ] May interfere with thyroid function tests. Wait at least one month 
Vioform-H ydrocortisone, with its four- after discontinuance of therapy before performing these tests. The 
. : . ferric chloride test for phenylketonuria (PKU) can yield a false- 
way action, provides the kind of comprehen- positive result if Vioform is present in tne diaper or urine. ! 
. rolonged use may result in overgrowth of nonsusceptible organisms 
sive therapy many common dermatoses* requiring appropriate therapy. TT 
: ADVERSE REACTIONS 
require. Few reports include: Hypersensitivity, local burning, irritation, 


pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas. 


*This drug has been evaluated as possibly effective for these indica- 
tions. See brief prescribing information. 


1 ® 1 DOSAGE 
Vioform Hydrocortisone r ) Apply a thin layer to affected areas 3 or 4 times daily. 
HOW SUPPLIED 
(iodochlorhydroxyquin and hydrocortisone Cream, 396 iodochlorhydroxyquin and 196 hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
INDICATIONS . A stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
Based on a review of this drug by the National Academy of water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
Sciences-National Research Council and/or other information, and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
FDA has classified the indications as follows: Lotion, 396 iodochlorhydroxyquin and 196 hydrocortisone in a water- 
"Possibly" effective: Contact or atopic dermatitis; impetigi- washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
nized eczema; nummular eczema; infantile eczema; endog- pylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
enous chronic infectious dermatitis; stasis dermatitis; methylparaben, propylparaben, and perfume Flora in water; plastic 
pyoderma; nuchal eczema and chronic eczematoid otitis squeeze bottles of 15 ml. Mild Cream, 396 iodochlorhydroxyquin 
externa; acne urticata; localized or disseminated neuro- and 0.5% hydrocortisone in a water-washable base containing 
dermatitis; lichen simplex chronicus; anogenital pruritus steary! alcohol, cetyl alcohol, stearic acid, petrolatum, sodium ,. 
(vulvae, scroti, ani); folliculitis; bacterial dermatoses; my- lauryl sulfate, and glycerin in water; tubes of ¥2 and 1 ounce. Mild 
cotic dermatoses such as tinea (capitis, cruris, corporis, Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone in a 
pedis); moniliasis; intertrigo. S petrolatum base; tubes of Y? and 1 ounce. ; 
Final classification of the less-than-effective indications Consult complete product literature before prescribing. 


requires further investigation. 


CIBA Pharmaceutical Company . 
Division of CIBA-GEIGY Corporation 
CONTRAINDICATIONS s 1 : Summit, New Jersey 07901 2/4857 17 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 
or related compounds; lesions of the eye; tuberculosis of the skin; 
" most te) skin lesions (including herpes simplex, vaccinia, and 
Varicella). 


WARNINGS ® 
This product is not for ophthalmic use. 

fn the presence of systemic infections, appropriate systemic anti- P" ul 
biotics should be used. 


Usage in Pregnancy 
Although topical steroids have not been re- 
ported to have an adverse effect on preg- 
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Patient PT.* seen on 
3/29/67 shows typical 
lesions of moderately 
severe keratoses. Note 
residual scarring on 
ridge of nose from pre- 
vious cryosurgical and 
electrosurgical 
procedures. 


Patient PT.* seen on 
6/12/67, seven weeks 
after discontinuation 
of 5% FU cream. Re- 
action has subsided. 
Residual scarring not 
seen except that due 
to prior surgery. In- 
flammation has cleared 
and face is clear of 
keratotic lesions. 

* Data on file, 
Hoffmann-La Roche 
Inc., Nutley, N.J 
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; The lesions on his face 
are solar/actinic— 
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so-called “senile” keratoses... Et 
and they may be premalignant. : 


Solar, actinic or senile keratoses 
These lesions may be called by several names, but they 
usually can be identified by the following characteris- 
tics. The typical lesion is flat or slightly elevated, of a 
brownish or reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur as multiple 
lesions, chiefly on the exposed portions of the skin. 


Sequence of therapy— 
selectivity of response 


Afterseveraldaysoftherapy with Efudex® (fluorouracil), 
erythema may begin to appear in the area of the lesions; 
this reaction usually reaches its height of unsightliness 
and discomfort within two weeks, declining after dis- 
continuation of therapy. This reaction occurs in affected 
areas, Since the response is so predictable, lesions that 
do not respond should be biopsied. 


Acceptable results 


Treatment with Efudex provides highly favorable cos- 
metic results. Incidence of scarring is low. This is par- 
ticularly important with multiple facial lesions. Efudex 


should be applied with care near the eyes, nose and mouth. 


Before prescribing, please consult complete product 
information, a summary of which follows: " 


Indications: Multiple actinic or solar keratoses. 
Contraindications: Patients with known hypersensitivity 
to any of its components. 

Warnings: If occlusive dressing used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: If applied with fingers, wash hands immedi- 
ately. Apply with care near eyes, nose and mouth. Lesions 
failing to respond or recurring should be biopsied. 
Adverse Reactions: Local— pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness and tenderness. Also re- 
ported—insomnia, stomatitis, suppuration, scaling, swell- 
ing, irritability, medicinal taste, photosensitivity, 
lacrimation, leukocytosis, thrombocytopenia, toxic 
granulation and eosinophilia. 

Dosage and Administration: Apply sufficient quantity to 
cover lesion twice daily with nonmetal applicator or suit- 
able glove. Usual duration of therapy is 2 to 4 weeks. 
How Supplied: Solution, 10-ml drop dispensers—contain- 
ing 2% or 5% fluorouracil on a weight/ weight basis, 
compounded with propylene glycol, tris(hydroxymethyl)- 
aminomethane, hydroxypropyl cellulose, parabens (methyl 
and propyl) and disodium edetate. 

Cream, 25-Gm tubes-— containing 5% fluorouracil in a 
vanishing cream base consisting of white petrolatum, 
stearyl alcohol, propylene glycol, polysorbate 60 and 
parabens (methyl and propyl). 


Roche Laboratories i 
Division of Hoffmann-La Roche Inc. 
Nutley, N.J. 07110 


This patient's lesions were resolved with 
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fluorouracil/ Roche 


5% cream/solution...a Roche exclusive 
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. Acne Vulgaris and Free Fatty Acids 


| A Review and Criticism 


- Jack G. Voss, PhD, Cincinnati 


Evidence supporting the view of an ac- 
tive role of free fatty acids in the patho- 
genesis of acne consists of (1) the irritat- 
ing activity of free fatty acids, (2) their 
comedogenic activity, and (3) the fall in 
free fatty acid levels on the skin during 
tetracycline therapy. Evidence that free 
fatty acid concentrations in the follicle 
may be so high as to affect the follicular 
epithelium is lacking. The bacteria re- 
sponsible for lipolysis in the follicle pro- 
duce enzymes other than lipases, as well 
as antigens and possibly other undefined 
materials that may play active roles in the 
production of the acne lesion. The hy- 
pothesis that free fatty acids are involved 
in pathogenesis is, a hypothesis of a mi- 
crobial pathogenesis of acne; if this is to 
be considered seriously, facets other than 
the production of lipases cannot be ig- 
nored. 


widely accepted hypothesis con- 

cerning the pathogenesis of 
acne vulgaris states that irritation 
due to free fatty acids in the follicle 
leads to an inflammatory response, 
including hyperkeratinization of the 
epithelial cells lining the wall of the 
follicle, and thus ultimately to the 
acne lesion. It is the purpose of this 
article to show that evidence of the 
role of fatty acids which has so far 
been adduced is primarily circum- 
stantial, that direct evidence of their 
possible role is inconclusive, and that 
alternatives related to, but distinct 
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from, the bacterial liberation of free 
fatty acids from sebum triglycerides 
should be considered. 


Substrate for Production of 
Free Fatty Acids 


It seems clear that the free fatty 
acids of human skin are derived pri- 
marily from the triglycerides of se- 
bum; numerous analyses show an in- 
verse relationship between free fatty 
acid and triglyceride levels. Kellum’ 
showed the virtual absence of free 
fatty acids in isolated sebaceous 
glands from the scalp, and later stud- 
ies also showed only low levels of 
free fatty acids in isolated glands. 
After excretion of sebum into the lu- 
men of the follicle, free fatty acid lev- 
els increase, presumably as a result of 
lipolysis by bacterial enzymes (as dis- 
cussed in the following section). 

Sebum that is free of epidermal lip- 
ids has been estimated to contain 
91.576 triglyceride, in addition to wax 
esters, squalene, and minor amounts 
of cholesterol esters and cholesterol.* 
Analyses of lipids collected from the 
skin surface, however, show that they 
have lower levels of triglyceride and 
varying amounts of free fatty 
acids**; thus the degree of lipolysis 
may vary greatly between individ- 
uals. 

Examination of the lipids retained 
in comedones and in large sebaceous 
follicles shows lipolysis ranging up to 
100%"*; comedones from acne pa- 
tients treated with tetracycline have 
shown a lesser degree of lipolysis,’ 
possibly as a result of the antibiotic 
therapy. 


Comedones and sebaceous follicles 
may contain enormous numbers of bac- 
teria in addition to the lipids.'^ Ob- 
viously, these organisms require nu- 
trients in addition to (or instead of) 
lipids to support their growth. It 
seems evident that the “degenera- 
tive” changes of the sebaceous gland 
leading to the ‘excretion of sebum 
must yield other products in addition 
to lipids. Products of the breakdown 
of cellular proteins, carbohydrates, 
and nucleic acids are probably pres- 
ent to serve as substrates for growth 
of the bacterial population, in spite of 
the fact that “sebum” is commonly 
defined as the lipid product of the se- 
baceous gland. It would seem prefer- 
able to regard sebum as an unknown 
mixture that we generally observe 
only after extensive bacterial decom- 
position and that contains tri- 
glycerides susceptible to bacterial 
breakdown as well as other lipids that 
show little or no evidence of attack by 
the bacterial population. According to 
this view, what we customarily mea- 
sure as “sebum” is only that partially 


degraded lipid fraction of whole se- ' 


bum that happens to be susceptible to 
measurement by our increasingly so- 
phisticated analytical techniques. 


Liberation of Free Fatty Acids 
by Bacteria 


In 1959, Strauss and Mescon" dem- 
onstrated the existence of lipolytic 
activity in comedones and speculated 
that the lipase was produced by 
Propionibacterium (Corynebacterium) 
acnes. In the following year, Schei- 
mann et al extended this observa- 
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P*. tion by showing that "sterilization" 


- © 
è the hydrolysis of topically applied tri- On the other hand, other studies'*? cline reduces free fatty acid levels by . 
palmitin; although they regarded skin have shown that reduction of the inhibiting lipolysis by P acnes lipase. . 
* bacteria as the principal source of li- numbers of cocci or yeasts on the skin However, Hassing” and Puhvel and 
*pases, they concluded that ". . . the by topical application of neomycin or Reisner” found that concentrations 
presence of lipolytic esterases of cel- ^ amphotericin B does not appreciably of about 60ug to 500yg/ ml of tetracy- 
lular origin is assumed because by reduce the level of free fatty acids. cline were required to obtain effec- — " 
sterilization of the surface [of the Thus, it seems probable that the tive inhibition of partly purified en- + 
skin] its lipolytie activity is never ^ anaerobie diphtheroids play a crucial zyme. Weaber et al” reported similar 
completely abolished.” The signifi. role in hydrolyzing triglycerides on findings, although they observed that. 
cance of the possible production of li- the skin. The only alternative expla- inhibition is more effective with the 
pases by the host is still unclear, but ^ nation is that tetracyclines lower the ^ caleium-activated enzyme than in the _ 
the residual lipolysis observed here free fatty acid levels not by their ef- absence of calcium (this observation - 
was probably due to microbial lipases fect on P acnes but through some was not confirmed by later studies). 
produced either before or after thein- ^ other mechanism, such as inhibition Although tetracycline may concen- 
complete “sterilization” of the skin. of bacterial or tissue lipases or trate in the inflamed areas of the skin 
Freinkel et al? who were among through effects on metabolic path- to levels as high as 25g to 
the early proponents of the impor- ways of the host. 30ug/gm,?* and although intrafollicu- 
tance of free fatty acids in pathogen- Reduction of Free Fatty Acid lar concentrations have not been 
esis, showed that oral administration Lavels barat li measured, it seems probable that the 
of tetracycline to normal subjects and rites eh a ada tetracycline concentrations that are 
to acne patients reduced the level of A fall in free fatty acid levels required for effective inhibition of 
free fatty acids in surface lipids. on the skin surface during tetracy- lipolysis are several times the levels 
They attributed this reduction to sup- cline therapy has been amply docu- that are reached in the skin. It seems 
pression of the bacterial flora. Sup- ^ mented.'^*^*^ It must be assumed likely that lipolysis would be inhibited 
port for the assumed importance of that tetracycline reaches the skin in by shutting down bacterial growth 
microbial lipases has been provided ^ concentrations sufficiently high to be and production of lipase long before 
by the more recent direct demonstra- ^ effective in reducing free fatty acids. ^ concentrations capable of inhibiting 
tions of lipolytic activity by yeasts'*' Intramuscular injection of tetracy- lipolysis by preformed enzyme could 
and cocci'^'* as well as by aerobic^'* cline in rats is followed by accumula- be achieved. Most strains of P acnes 
and anaerobie':*?* diphtheroids. The tion of the drug in the basal cell layer are inhibited by less than 1.6ug/ml of 
latter group is essentially synony- of the epidermis, epithelium of the tetracycline.” Therefore, we doubt 
mous with P acnes (C acnes) and P hair follicles, and sebaceous glands." ^ the suggestion? that a reduction of 
granulosum (Whiteside and Voss" Daily administration of 1 to 4 gm of free fatty acid levels on the skin dur- 
have discussed the taxonomy of these ^ oxytetracycline in man has been ing tetracycline therapy, which ap- 
organisms). shown to give average levels of parently precedes a fall in the num- 
Marples et al* have provided a  3ug/ml in the skin,” although tet- ^ ber of P acnes, is due to inhibition of 
clear demonstration of the role of ^ racycline and demethylchlortetracy- ^ lipase activity by the antibiotic. Tet- © 
skin bacteria in liberating free fatty cline administered at somewhat lower racycline inhibition of lipase syn- 
acids in vivo. They administered 600 dosage levels were later reported to thesis would seem to be a more prob- 
mg/day of demethylchlortetracycline give levels of less than 0.005ug/gm in able cause. 
to nine men for six weeks and exam- normal skin.” Daily administration 
à gs STi ; > irritant Activity of Free 
ined the composition of scalp lipids of 1 to 1.5 gm of tetracycline gives Fatty Acids 
* and population densities of yeasts about lug/100 mg of surface film col- y * 
and of aerobic and anaerobic bacteria lected from the skin. In 1960, Strauss and Kligman® for- — — 
on the scalp and forehead. Six of the Beveridge and Powell" suggested mulated most clearly the view that —. 
subjects had high counts of P acnes that tetracycline may alter the com- free fatty acids are the irritants pri- — . 
and about 43% free fatty acids in the position of sebaceous lipids by affect- marily responsible for the initial 
scalp lipids; during treatment, counts ing the metabolism of the sebaceous stages of the formation of the acne E 
fell dramatically and free fatty acids glands, rather than by inhibition of lesion. They showed that fatty acids 3 
were reduced to 23% of total lipids. ^ the bacterial flora. constitute the most irritating frac- — 3 


ba 


of the skin with a tetracycline hydro- 
«chloride (Achromycin) spray reduced 


Three subjects with initially low 
counts of P acnes showed about 25% 
free fatty acids throughout the test. 
Counts of cocci and yeasts were not 
substantially affected by the treat- 
ment. This demonstration of the pe- 
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culiar importance of P acnes in liber- 
ating free fatty acids was later 
confirmed.” 


Kraus? observed reductions in free 
fatty acid levels after repeated topi- 
cal application of 2% tetracycline in 
dimethylacetamide to the face. In 
this case, local concentrations of the 
antibiotic must have reached levels 


that were much hi gfter th thgse at- * 


tained after systemic administration. ` 


It has been suggested thaf tetracy- . 


tion of the skin surface lipids. This 
view has later been upheld by Strauss 
and Pochi,’ as well as by many oth- 
ers. In patch tests, irritant activity of 
saturated fatty acids is at a max- 
imum with the C, acid (lauric 
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eacid) 9e. bau rates of skin pene- 


tratfon may help to determine this 
peak, as well as the lesser irritation 
associated with increased melting 


` points of the longer chain fatty acids. 


These longer chain fatty acids, both 
saturated and unsaturated, are those 


that are produced in largest amounts 


by lipolysis of the neutral tri- 
glyterides that are initially present in 
the sebaceous gland.** 

It should be pointed out, however, 
that production of skin irritation 
by application of relatively large 
amounts of free fatty acids under oc- 
clusive patches does not demonstrate 
that fatty acid concentrations in the 
follicle attain levels so high as to 
cause that inflammatory response of 
the follicular epithelium which has 
been postulated as the initial event in 
pathogenesis of acne vulgaris. In- 
deed, it has been shown that complete 
hydrolysis of the triglycerides may 
occur in follicles that show no gross 
evidence of inflammatory change.‘ 
However, it must be acknowledged 
that accommodation“ or "hardening" 
of the follicular epithelium as a result 
of long-continued exposure to free 
fatty acids could be a factor in the 
failure of these follicles to show gross 
evidence of inflammation. 

In addition, there is evidence that 
acne patients are not more suscep- 
tible to the irritant action of fatty 
acids than are comparable persons 
without acne.*° 


Comedogenic Activity of 
Free Fatty Acids 


Another and perhaps more impor- 
tant finding was made by Kligman 
and Katz'^* in confirming and ex- 
tending the observation of Lorincz 
and others that human sebum is 
comedogenic when applied to the ex- 
ternal ear canal of the rabbit; fur- 
thermore, they have shown that the 
free fatty acid fraction of sebum is 
more comedogenic than are the neu- 
tral lipids. Kligman et al** and Ka- 
naar? demonstrated that the fatty 
acids Cis Co» Gip Cnr and Cio: 
are more comedogenic than are oth- 
ers; it will be noted that unsaturated 
fatty acids are more active than are 
the corresponding saturated acids 
with higher melting points. The 
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comedogenic activity of lipids has 
been further confirmed by Weary,“ 
who used lipid fractions obtained 
from cultures of Pityrosporum ovale. 

Demonstration of the comedogenic 
activity of sebum, and especially of 
its free fatty acids, is certainly closer 
to showing an acnegenic potential of 
the lipids than is demonstration of 
their activity as simple irritants. 
However, even here it is difficult to 
say that changes caused by the exter- 
nal application of relatively massive 
amounts of free fatty acids can be re- 
produced by the much smaller amounts 
of free fatty acids liberated within 
the follicle. 


Relation of Acne to Excretion 
Rate of Sebum 


Although the matter has been dis- 
puted for a number of years," it is 
now generally accepted that excre- 
tion rates of sebum are positively cor- 
related with severity of acne.**-* Se- 
bum excretion rate is measured as the 
rate of accumulation of lipid on the 
skin surface under standardized con- 
ditions. It is therefore a measure of 
the rate of production of potentially 
available free fatty acids derived 
from the major triglyceride compo- 
nent of sebum. However, as men- 
tioned previously, sebum as originally 
produced in the sebaceous gland must 
contain materials other than lipids, 
which are able to serve as nutrients 
for the microflora inhabiting the fol- 
licle. Therefore, increased rates of 
lipid excretion to the skin surface 
should reflect increased rates of pro- 
duction of other materials as well as 
of lipids within the follicle, and should 
probably be associated with increased 
numbers of bacteria and higher levels 
of bacterial activity within the fol- 
licle. However, it is questionable 
whether surface collections of either 
lipids or bacteria accurately reflect 
the conditions in the follicle; dis- 
crepancies between the composition 
of follicular lipids and that of surface 
lipids have been reported.: Methods 
of measuring activity within the fol- 
licle, rather than at some distance 
away on the skin surface, are urgent- 
ly needed. 

In addition, increased sebum excre- 
tion rates might well be associated 





with decreased residence time in the 
follicle and therefore with decreased 
lipolysis, as discussed in the following 
section. 


Alternatives to the Free 


Fatty Acid Hypothesis E 


The preceding discussion has shown 
that direct evidence for the role of 
free fatty acids in acnegenesis is lim- 
ited: (1) free fatty acids are irritat- 
ing, and (2) free fatty acids are come- 
dogenie, when applied in massive 
amounts to the skin surface. Indirect 
evidence supporting the hypothesis 
consists of the demonstration that 
free fatty acid levels are reduced dur- 
ing effective therapy with antibiotics, 
which are expected to reduce the 
number of bacteria and thus reduce 
their biochemical activity. 

On the other hand, the results of re- 
cent investigations" have shown 
that reduced fatty acid levels may be 
found in acne. These results, if cor- 
reet, must cast doubt on the free 
fatty acid hypothesis, although they 
suggest that, at the same time, there 
is a decreased level of bacterial activ- 
ity in the follicles. Decreased lipolysis 
due to the shorter residence time of 
lipid within the follicle may be in- 
volved, as discussed in the previous 
section. 

Essentially all of the work devoted 
to free fatty acids is predicated on 
their release as a result of microbial 
activity; hence the free fatty acid hy- 
pothesis is ultimately a microbial hy- 
pothesis. If bacterial residents of the 
follicle, and the anaerobic diphthe- 
roids in particular, are indeed respon- 
sible for the release of fatty acids 
(whose role in the production of acne is 


still uncertain), the question must be : 


asked: What other activities do these 
microorganisms carry on within the 
follicle, and what is their possible role 
in the production of acne? 

Attention has been focused on li- 
pase production by P acnes (and by 
other organisms as well). However, 
the possible significance of the pro- 
duction of such enzymes as portease,” 
lecithinase,*® hyaluronidase,*’** and 
neuraminidase*? does not appear to 
have been seriously considered. In ad- 
dition, during immunization of rab- 
bits with P acnes and P gran- 
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""* ulosum,^ we have seen evidence of 


greater toxicity of the former species, 
"which suggests relatively greater 
production of an endotoxin by P 
acnes. Irritant or dermotoxic activity 


e of the cells is found primarily in the 


cell wall fraction (J. G. Voss, PhD, un- 
published data). Furthermore, Puhvel 
and her co-workers have found not 
only increased antibody levels to P 
acnes in acne*^*' but also increased 
severity of immediate hypersensi- 
tivity reactions to intradermal injec- 
tion of P acnes antigens." It seems 
inevitable that the release of P acnes 
antigens from the follicle into the 
surrounding dermis in acne patients 
who show immediate hypersensitivity 
would be aecompanied by an in- 
flammatory response leading to rec- 
ognition of an active lesion. In addi- 
tion, the development of antibody 
activity directed toward enzymes or 
other antigens associated with patho- 
genesis might suppress their activity 
and play a role in the eventual remis- 
sion of the disease. 

Propionibacteriwm acnes, then, pos- 
sesses enzymes other than lipase as 
well as antigens and perhaps addi- 
tional undefined inflammatory or 
toxie substances that might contrib- 
ute to production of the acne lesion. 
We suggest, therefore, that a role of 
free fatty acids is implied but not yet 
proved by the existing evidence and 
that other facets of the microbial hy- 
pothesis that have not yet been seri- 
ously investigated may play a more 
important role in the pathogenesis of 
acne. The relative ease with which 
fatty acids may be determined is not 
a strong enough peg on which to hang 
our investigations of the pathogen- 
esis of the disease, especially when 
lipolysis may serve primarily as an in- 
dicator of the numbers and activity of 
the microorganisms present in the 
follicle. 

Alternatively, one must consider 
the possibility that tetracycline ther- 
apy is beneficial in acne through an 
effect on the host," rather than as an 
antibiotic. If this is indeed the case, it 
is remarkable that other antibiotics 
such as erythromycin,?*** oleandomy- 
cin," rifampin,* and the lincomy- 
cins®:7° have also been reported to be 
beneficial in the treatment of acne, as 
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their mode of action is apparently not 
identical with that of tetracycline. 
With the availability of a variety of 
apparently effective antibiotics in the 
treatment of acne, a specifically mi- 
crobial hypothesis of the cause of the 
disease has become testable. Effec- 
tive treatment of acne by adminis- 
tration of two or more different 
classes of antibiotics, accompanied by 
a decrease in the primarily anaerobic 
bacterial flora of the acne areas, 


- would offer support of the hypothesis 


and render less likely the possibility 
that activity is due to an undefined 
effect on the host; on the other hand, 
amelioration of the disease without a 
corresponding decrease in the bacte- 
rial flora would constitute disproof of 
the hypothesis. One important factor 
must be kept in mind: changes in bac- 
terial numbers that are seen in sur- 
face collections may fail to reflect ad- 
equately the changes that occur in the 
individual follicles. For example, a re- 
duction of 50% in the numbers of P 
acnes recovered from the surface of 
the skin might be considered to be in- 
significant, but might be highly sig- 
nificant if it in fact reflected a 50% re- 
duction in the number of infested 
follicles that are actually at risk of 
undergoing pathological changes. For 
a truly critical test of either the mi- 
crobial or the free fatty acid hypothe- 
sis, methods must be developed for 
examination of the changes occurring 
within the individual follicles. 

A reduction of free fatty acids as- 
sociated with a reduction of bacterial 
numbers within the follicle would not 
necessarily constitute effective sup- 
port of the free fatty acid aspect 
of the hypothesis until it had been 
shown more convincingly than at 
present that free fatty acids are im- 
portant in pathogenesis and that 
other enzymes, toxins, or antigens 
cannot be demonstrated to have a 
pathogenic role. 


Robert L. Anderson, PhD, and Maurice E. 
Loomans, PhD, have contributed greatly to the 
formulation of the views expressed above. 


Nonproprietary Name and 
Trademark of Drug 


Amphotericin B—F'ungizone. 
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A New Feature: For and About Dermatology 


This new section, titled AAD-NPD Report, 
has evolved from the NPD Report newsletter 
which has been distributed to dermatolo- 
gists on a regular basis for more than two 
years. Through this medium of communica- 
tions, the American Academy of Dermatol- 
ogy and its National Program for Dermatol- 
ogy will keep you informed about what's 
happening in our Specialty field. 

It would be amiss to embark on this new 
journalistic venture without expressing 
appreciation to the former Editor of NPD 
Report, William P. Jordan, Jr., M.D., of 
Richmond, Va. Dr. Jordan set standards 
that we hope to emulate. 

The AAD-NPD Report section will have as 
a primary purpose the reporting of news 
about dermatological organizations and 
about dermatologists. To do this job, we 
solicit the help of every dermatologist 
and every reader of this publication. Let 
us know of activities or events of gener- 
al interest to our colleagues in the spe- 
cialty of dermatology. 


NPD Advisory Board Has Initial Meeting 


Harry J. Hurley, M.D., Upper Derby, Pa., 
has been elected Chairman of the newly- 
organized Advisory Board of the National 
Program for Dermatology. The Advisory 
Board, which held its initial meeting at 
the time of the American Academy of Der- 
matology Annual Meeting last December, 
will serve as a liaison between prac- 
ticing dermatologists and the Council of 
the NPD. Other officers elected were Car- 
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*Charles P. DeFeo, Jr., MD, 7 E 80th St, New York, NY 10028, 
is the Editor of this section, and Stephen T. Donohue, New York, 
is the Managing Editor. 
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roll F. Burgoon, M.D., Vice Chairman, and 
John F. Wilson, M.D., Secretary. The Ad- 
visory Board said that dermatologists 
should be encouraged to present their 
various problems to the Secretary at 2013 
Delancy Place, Philadelphia, Pa. 19103. 
(Telephone: (215) 752-6044) 


Two National Dermatology Operations 
Move to New Offices 


The National Program for Dermatology has 
announced a move from Philadelphia to new 
offices at 215 E High St, Charlottesville, 
Va. 22901. (Telephone: (804) 977-3918). 
NPD Council Chairman, Peyton E. Weary, 
M.D., indicated that the change in loca- 
tion will allow the NPD to substantially 
reduce administrative overhead expenses. 

Dr. Weary emphasized that the creative 
and productive activities of the National 
Program will not suffer from the move. 

The American Academy of Dermatology now 
has its administrative offices at 1116 
South Fifth Avenue, Tacoma, Wash. Mail 
should be addressed to P. 0. Box 5368, Ta- 
coma, Wash. 98405. The change in location 
of the AAD headquarters follows the tradi- 
tion of locating administrative activi- 
ties near the elected Secretary-Treasur- 
er. At the AAD meeting last December, John 
M. Shaw, M.D., was selected to serve as 
Secretary-Treasurer for a five-year term, 
succeeding Frederick A. J. Kingery, M.D., 
Portland, Ore., who is now the AAD Pres- 
ident. 


Contact Dermatitis Patch Kit Now Available 


The Contact Dermatitis Patch Test Kit 
which was developed by the North American 
Contact Dermatitis Group (a Task Force of 
the National Program for Dermatology) is 
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now, being distributed without charge to 


' all mémbers of the American Academy of 


Dermatology who have expressed their in- 


- terest in having a kit. 


"The kit has been produced and distrib- 
uted through the generous support of John- 


'Son & Johnson (at a unit cost of approx- 


imately $20). The culmination of careful 
plànning by the Task Force, the project 


is a splendid example of the fruitful ac- 


tivity that can result from collaboration 
between national dermatological organi- 
zation and enlightened industry. We hope 


that all Academy members who have not yet 


` indicated their desire to have this kit 


will avail themselves of the opportunity 
as Soon as possible. Write: Walter G. 
Larsen, M.D., AAD Assistant Secretary- 
Ireasurer, 2250 Northwest Flanders Street : 
Portland, Ore. 97210. 


Slides Available for Dermatological Teaching 


The first set of 50 slides illustrating 
5l disorders and illuminating the subject 
of "Cutaneous Manifestations of Systemic 
Diseases" is now available for using in 
teaching clinical dermatology. 

A project of the NFD Task Force on 
Learning Resources, led by John W. Weiss, 
M.D., Evanston, Ill., and Frederick D. 
Malkinson, Chicago, Ill., the teaching 
Slides can be ordered directly from the 
Institute for Dermatologic Communications 
and Education, 2785 Jackson Street, San 
Francisco, Calif. 94115. Purchasers will 
be billed for the cost price of $35.00 per 
Set, plus postage and handling charges. 


AAD Self-Assessment Exhibit 
At AMA June Meeting 


An exhibit describing the American Acad- 
emy of Dermatology Self-Assessment Test 
program will be shown at the American Med- 
ical Association Annual Convention to be 
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held in Chicago, Ill., June 22-26. It will 


be under the supervision of Victor D.e 


Newcomer, M.D., Santa Monica, Calif., who 
developed the test. 


According to the AAD, the self-Assess-, 


ment Examination "is merely the beginning 
of a long-range program of Self-improve- 
ment for dermatologists, for it will be 
followed by courses designed to enable 
AAD members to strengthen weaknesses dis- 
covered through the examination." 


$135,870 Earmarked for NPD Activities 


The National Program for Dermatology has 
budgeted $135,870 for its 1974 activities. 
Peyton E. Weary, M.D., Chairman of the NPD 
Council, said this represents a substan- 
tial reduction from funds requested by the 
various operating units and was approved 
after lengthy review by the Sub-Council on 
Finance. 

Dr. Weary added: "With this budget, the 
surplus funds in the National Program ac- 
count have been virtually eliminated and 
the Council recognizes that continuation 
of the National Program activities will be 


.dependent upon generation of increased 


support by the sustaining organizations 
for subsequent years." 

The breakdown of the 1974 budget is as 
follows: 


Division of Education and 
Communications $14,820 
Division of Medical Services $10,000 


Division of Research $8,600 
Division of Public Relations $6,600 
Division of Finance $1,002 


Council and Chairman's Office $16,000 
Data Collection Unit $14,450 
Manpower Unit $4,610 
Legislative Liaison Committee $3,900 


Executive Director's Office $55,888 
Total $135,870 
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Toxic Epidermal Necrolysis 
Caused by “Gin and Tonic” 


To the Editor.—Over 100 different 
drugs have been incriminated as pos- 
sible causes of toxic epidermal nec- 
rolysis. We believe that we have a pa- 
tient who is sensitive to that small 
quantity of quinine present in tonic 
water. 

In August 1972, we initially saw a 
55-year-old white man in consultation 
for the evaluation of an almost yearly 
recurrence of desquamation and peel- 
ing of large areas of his skin. For a 
five-year period, the patient stated 
that, while otherwise in excellent 
health, he would annually experience 
a burning sensation of his palms and 
soles, which would be followed by 
generalized redness ultimately even- 
tuating in peeling of large areas of 
his skin. During these times, he also 
occasionally noted a mild sore throat 
and feeling of malaise. 

Careful questioning of the patient 
revealed no specific relationship to 
concurrent illnesses or to the known 
ingestion of drugs. As an example, 
the patient was told that the quinine 
present in tonic water could be suffi- 
cient to cause such a reaction. The pa- 
tient related that in fact his attacks 
usually occurred after conventions 
during which he drank gin and tonic, 
a combination he did not usually im- 
bibe. The patient was cautioned to 
avoid gin and tonic; but should he ex- 
perience another attack, he was to 
carefully record everything that he 
had ingested for the preceding 48 
hours. 

Periodically we were in communi- 
cation with this patient who re- 
mained free from any difficulty until 
August 1973. While at a convention 
and after having several champagne 
cocktails, the patient went to the bar 
to mix a Seotch and soda for himself. 
About three quarters of the way 
through the drink, he recognized the 
taste of tonic water. Returning to the 
bar, he found that he had mixed tonic 
water with his Scotch instead of the 
soda water which was nearby in a 
similar but larger bottle. Within 20 
minutes, he stated that his hands and 
feet began to burn severely. Within 
six hours, his whole body turned red. 
On the next day, he experienced some 
minor discomfort in his throat, and in 
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ten days his skin began to peel in 
sheets, the skin of his palms and fin- 
gers coming off in almost perfect 
casts. 

We have chosen not to challenge 
this patient with quinine, but feel 
that the association of the clinical pic- 
ture of toxic epidermal necrolysis fol- 
lowing the ingestion of tonic water 
cannot be ignored. 

J. LAMAR CALLAWAY, MD 
WILLIAM E. TATE, MD 
Durham, NC 


Severe Contact Dermatitis 
From Poinsettia 


To the Editor.—On Oct 17, 1978, a 
66-year-old semiretired businessman, 
chairman of the board of an inter- 
national chemical firm, appeared in 
my office asking for information on 
skin reactions to contact with the 
poinsettia plant (Euphorbia pulcher- 
rima). Baring his arms and chest, he 
showed me caustic-like burns over 
large areas of his body. He refused 
medical attention, and symptoms per- 
sisted for more than six weeks. 

Contact occurred ten days earlier 
during the late morning of Oct 7 
when he was cutting and bundling 
large (1 to 2 meters tall) plants in a 
greenhouse adjacent to his home. 
That day, the temperature reached a 
maximum of 82 F. He had stripped to 
the waist and worked for about 1% 
hours. There had been no applications 
of insecticide or other chemicals in 
the greenhouse. Plants were both red 
and white forms. (Vouchers were 
later deposited at the Missouri Bo- 
tanical Garden: D’Arcy 7162-red, 
D’Arcy 7163-white.) 

Symptoms first appeared the fol- 
lowing afternoon as an itching under 
the watchband, followed half an hour 
later by soreness in the same area. By 
Oct 10, three days after contact, he 
was covered over hands, arms, chest, 
and shoulders with erythema and 
some localized scaling. Another two 
days, Oct 12, and the condition “came 
through the pants,” appearing on the 
thighs. In each case, intense itching 
for half an hour was followed by sore, 
soon painful erythema and often 
some papules or vesicles. On Oct 12, 
pain on the arms and chest began to 
subside followed by itching, most se- 
vere in areas that had been least af- 
fected. When he came to see me on 
Oct 17, the pain had disappeared, but 
there was still itching. The skin was 


red and largely crusted, and afewspap- 
ules were still present. Scaling under : 
his leather watchband persisted until 
early January 1974 until he finally . 
discarded the watchband after hav- 
ing washed it several times. A 

Related plants are reported’ to pro- 
duce primary irritant dermatitis, but* 
in this case, the delay before appear- 
ance of symptoms is suggestive of al- 
lergic hypersensitivity. It is question- 
able whether the dermatitis resulted 
from contact over the whole area af- 
fected: the reaction may have ex- 
tended beyond the limits of direct 
contact, eg, to the shoulders and 
thighs. 


Status of Poinsettia 
as a Toxic Agent 


There is considerable literature 
suggesting that ingestion of parts of 
this plant may be toxic, but little has 
been written indicating its potential 
as a contact allergen or irritant. Four 
texts on poisonous plants^* widely 
used in the United States do not note 
its possible role as a cause of derma- 
titis. Three less widely circulated re- 
ports** refer to the dangers of skin 
contact with the juice of poinsettia 
but do not note cases or describe 
symptoms. One of these reports 
states that "sometimes open sores oc- 
cur that are subject to secondary in- 


fegtion." Kingsbury, author of one of 


the standard texts on poisonous 
plants, recently wrote me questioning 
the justification for maintaining 
poinsettia on a list of poisonous 
plants to be circulated in the St. Louis 
area. He said that its dangers had 
been discounted, but that "some kinds 
of poinsettias may still be dangerous, 
and should be kept on the list as a 
warning to the physician to look for 
severe gastric distress and be pre- 
pared to treat it if necessary." The 
authors of another of the standard 
texts' recently wrote that they had 
been unaware of the dangers of this 
plant. 

Some close botanical relatives of 
the poinsettia have recognized toxic 
potential. Known botanically as Eu- 
phorbia or Poinsettia, and commonly 
as spurges, a number of closely re- 
lated species occur in the United 
States. A notorious member of the 
same family is Hippomane manci- 
nella L, the manchineel of Caribbean 
and Central American coastlands, 
which has been implicated in numer- 
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eous déaths from ingestion of the fruit 


and"marw cases of severe contact der- 
matitis from its sap, from leaf exu- 


* dates, and from the smoke of burning 


fresh plants. The case reported here 
closely resembled cases I have seen of 
contact dermatitis from manchineel, 
„except that the symptoms from man- 
chineel contact commonly appear in 
about an hour. The duration of symp- 
toms is similar. 

W. G. D’Arcy, PHD 

St. Louis 
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2,4-Dinitrochlorobenzene Therapy 
for Plantar Warts 


To the Editor.-Dr. Henry Lewis 
suggested the use of 2,4-dinitrochlo- 
robenzene (DNCB) as therapy for 
plantar warts at the American Acad- 
emy of Dermatology meeting in De- 
cember 1972. Further efficacy of this 
therapy was reported by Greenberg 
et al in 1973.' We suggested the ther- 
apy was working immunologically to 
enable the body to recognize the for- 
eign virus. This therapy may find 
wide acceptance because of an ab- 
stract in Family Circle? and a recent 
article by Dr. Lewis? who proposes 
large-scale exploration of this ther- 
apy. 

There are possible drawbacks to 
this treatment. According to H. Mai- 
bach, MD (oral communication, De- 
cember 1973), autoeczematization is 


. not rare. Fisher states: 


it has been shown that 40% of chloram- 
phenicol sensitive subjects also reacted to 
1-2-4 chlorodinitrobenzene. This makes it 
likely that human beings deliberately sen- 
sitized to chlorodinitrobenzene would react 
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to chloramphenicol if this drug were ad- 
ministered systematically.* 

In his most recent edition, Dr. Fisher 
does indicate that this cross-reactiv- 
ity is controversial. 

We think that immune therapy 
may prove to be a treatment of choice 
for warts; however, we question the 
use of DNCB. Presently, in a com- 
bined study at Brooke and Letterman 
General hospitals, we are studying 
wart response to a series of antigens. 
These include purified protein deriva- 
tive, oidomycin, mumps, streptoki- 
nase-streptodornase, Trichophyton, 
and Rhus. These allergens may be 
easier to control than DNCB. 

MAJ JOSEPH GREENBERG, MC, USA 

Presidio of San Francisco 
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Punctate Keratoderma 


To the Editor.—Three recent arti- 
cles have described a previously un- 
recognized type of punctate palmo- 
plantar keratoderma. Unlike more 
classic types, the clinical descriptions 
and photographs are typified by 
spiny, filiform and acuminate, seed- 
like, raspiform keratotic lesions. Two 
articles'? stress a porokeratotic histo- 
logic picture. The third? mentions the 
presence of focal parakeratosis along 
with focal verruciform hyperkera- 
tosis. Most other forms of punctate 
keratotic protrusions have classically 
been described as showing simple hy- 
perkeratosis with underlying acan- 
thosis; if parakeratosis is seen, it 
is minimal and incidental. Two ar- 
ticles'* mention an autosomal domi- 
nant pattern of inheritance; the lat- 
ter* describes a previously unrecorded 
associated genodermatosis (facial and 
cervieal sebaceous hyperplasia), in- 
volving only the male side of the pedi- 
gree. The other paper? deals with an 
acquired and nonhereditary form. 

It is to be hoped that as more cases 
of spiny, acuminate punctate kerato- 
derma of the palms and soles are clin- 
ically, histologically, and genetically 


ELM 






investigated, they will be recorded in 

the literature. In this way, a clearer 

picture will emerge as to the exact? 

nosology of this interesting condition. 
PETER S. HERMAN, MD 
Hobbs, NM 


References 


1. Brown FC: Punctate keratoderma. Arch 
Dermatol 104:682-683, 1971. 

2. Herman PS: Punctate, porokeratotic ker- 
atoderma. Dermatologica 147:206-213, 1973. 

3. Schiff BL, Hughes D: Palmoplantar kera- 
tosis acuminata with facial sebaceous hyper- 
plasia. Arch Dermatol 109:86-87, 1974. 


Idiopathic Pigmentation 
of the Upper Back 


To the Editor.—In the January 1974 
issue of the AncHIVES, El Zawahry! 
described a group of patients with 
"idiopathie pigmentation of the upper 
back," ignored a number of pertinent 
references, and erroneously concluded 
that he was describing a new syn- 
drome. 

I would like to draw attention to 
the 1969 report of Gibbs and Frank? 
describing a similar group of patients 
with macular lesions of the back. 

In 1970, Shanon and Sagher? de- 
scribed a similar eruption in patients 
with interscapular cutaneous amyloi- 
dosis and mentioned that in a group 
of 16 patients, in whom the same clin- 
ical picture of a pigmented reticular 
dermatosis on the back was observed, 
amyloid was not demonstrated in 
biopsy specimens of the affected area. 

In 1972, Hashimoto and I* described 
a group of patients with macular 
amyloidosis, some of them showing 
the same clinical picture as described 
by El Zawahry. We also studied pa- 
tients with clinical lesions indistin- 
guishable from those of macular amy- 
loidosis in whom amyloid could not be 
found with the light or electron mi- 
croscope.° 

MARTIN H. BROWNSTEIN, MD 
Great Neck, NY 
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Antiepithelial Antibodies: 
A Possible Clue 
to Malignant Neoplasms 


To the Editor.-As very appropri- 
ately reiterated by Dr. Bystryn and 
his colleagues, the presence of anti- 
bodies reactive with components of 
epithelial tissue has become a well- 
recognized phenomenon of consid- 
erable diagnostic and prognostic im- 
portance in various dermatoses. With 
reference to their report' of the pres- 
ence of antibodies against antigens 
in the cytoplasm of epidermal cells, 
partieularly in patients with malig- 
nant tumors, I should like to commu- 
nicate the results of some of my im- 
munofluorescent (IF) studies of 
patients with benign and malignant 
diseases of the prostate. 

I have done studies directed toward 
defining the possible tissue and dis- 
ease specificity of antibodies to the 
cytoplasmic membrane or intercellu- 
lar (IC) areas of prostatic secretory 
epithelial cells in patients with be- 
nign prostatic hypertrophy and carci- 
noma of the prostate. In these pa- 
tients, I have observed antibodies 
reactive with components of strati- 
fied squamous epithelium.** These 
studies, by virtue of the IF staining 
patterns observed, appeared to per- 
mit the delineation of antibodies 
reaction with four histologically iden- 
tifiable components of normal mouse 
esophagus as a source (substrate) of 
stratified squamous epithelium. They 
are (1) basement membrane zone 
(dermoepidermal junction), (2) cyto- 
plasmic membrane or IC areas 
(spaces), (8) nuclear membrane, and 
(4) keratohyalin granules. 

A summary of the immunohistolog- 
ic localization, frequency, and range 
in the IF staining titer of antibodies 


* If positive, ie, IF staining titer 


and B, or in case of AB individuals, sections were pretreate 
t For example, 3(7%)/10-20 means that three patients of 7% 


reactive with the four previously 
noted epithelial components in 109 
patients surveyed, including 18 pa- 
tients with carcinoma other than of 
the prostate and 25 healthy adults, is 
presented in the Table. Antibodies to 
the nuclear membrane appear under 
the heading of what have been re- 
ferred to as "pseudo" IC in view of 
studies demonstrating that these an- 
tibodies are not true IC antibodies, 
but rather peripheral or membranal 
antinuclear antibodies mimicking IC 
antibodies on squamous epithelial tis- 
sue.^^ The possibility that positive 
cytoplasmic membrane or IC IF 
staining reactions might have been 
attributable to the presence of natu- 
ral isohemagglutinins*' was excluded 
by (1) absorption of serum specimens 
of blood group A,B, or O patients pos- 
itive for IC antibodies with blood 
group-specific substances A and B, or 
(2) in the case of positive blood group 
AB patients, by pretreatment of tis- 
sue sections with anti-H prior to the 
application of the patient's serum. As 
such, only those serum specimens 
yielding IC IF staining reactions at a 
titer 2 1:10 following such treatment 
were considered positive. Knowledge 
of blood group specificity and such ab- 
sorption studies resulted in allevia- 
tion of 29% false-positive reactions 
for cytoplasmic membrane or IC anti- 
bodies. The significance of the mor- 
phologic patterns of IF staining in re- 
lation to the presence of blood group 
isochemagglutinins and antinuclear 
antibodies demonstrated to give rise 
to false-positive or false-negative re- 
actions on epithelial tissue has re- 
cently been discussed in detail.* In 
this regard, it perhaps would have 
been of interest if Bystryn et al’ 
might have presented data concern- 
ing the blood types of the individuals 


Immunohistologic Localization, Frequency, and Range in IF Staining Titers of Antiepithelial Antibodies 


No. (%) Positive* /Range in IF Staining Titer 


No Basement Membrane Cytoplasmic Membrane “Pseudo” Keratohyalin 
Diagnosis Cases Zone or IC ic Granules 
than of prostate 181 1(6%)/10 0/<10 1(6%) /20 0/<10 


stratified epithelium on mouse esophagus ranging from 1:10 to 1:20. 


t Included six patients with carcinoma of the bladder; two patients each with carcinoma of the cervix, lung, 


each with carcinoma of the rectum, nasopharynx, brain, breast, colon, and endometrium. 
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re 
whose skin was employed as sub-@ + 


strate, in addition to the*bjood type o$ 
their patients and whether o? not 


they possessed any degree of ahti- > 


nuclear antibody activity. `. 
The significance of antibodies di-* 
rected against components of epithe- 
lial tissue, notably their increased in- 
cidence in individuals with malignant 
neoplasms as observed by Bystryn et 


al' and Ablin,** would appear to be . 


particularly relevant in light of pfevi- 
ous studies pointing to the possible 
relationship between bullous derma- 
toses and malignant neoplasms as 
first suggested by Bogrow* apprqxi- 
mately 75 years ago. As suggested 
from the case presentations of Jordon 
et al? the recent reports of Sakia" 
and Sakia and co-workers" and the 
review of Cormia and Domonkus,” 
cutaneous reactions to an internal 
malignant neoplasm may in many in- 
stances antedate the actual identi- 
fication of a malignant neoplasm. 
Further studies of antiepithelial anti- 
bodies, which might lead to the ear- 
lier diagnosis and initiation of ther- 
apy in certain select cases, are most 
certainly worthy of pursuit. 

RICHARD J. ABLIN, PHD 

Chicago 
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and skin (melanoma); and one 
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Reply 


To the Editor.-We agree with Dr. 
Ablin that the greater than normal 
occurrence of antibodies to normal 
skin antigens in person with malig- 
nant neoplasms supports, but does 
not prove, the concept that some of 
the cutaneous dermatoses associated 
with internal malignant neoplasms 
may be manifestations of immune re- 
actions. 

We do not believe that the specific 
staining of cytoplasmic antigens, 
which we ascribed to anticytoplasmic 
antibodies, represents a false-positive 
reaction to antinuclear antibody 
(ANA) or blood group antigens. None 
of the sera we tested was positive for 
ANA. Blood group antigens are local- 
ized on cell surfaces and give an in- 
tercellular staining pattern when re- 
acting with specific antibody. 

JEAN-CLAUDE Bystryn, MD 
New York 


Paired Hairs 


To the Editor.—The publication of 
papers on trichostasis spinulosa and 
pili bifurcati in the ARCHIVES 
(108:403, 1973) prompts me to report 
another variation in hair growth. 


Report of a Case 


A 44-year-old black man, in good general 
health, was examined because of scrotal 
neurodeumatitis. His chest, axillary, and 
pubic hairs were noted to emerge from 
their follicular openings two by two (Fig- 
ure). His scalp, beard, and other body hairs 
appeared normal each emerging singly. 
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Paired hairs on chest. 


The peculiar distribution of his hairs 
could have several explanations. Tricho- 
stasis spinulosa results from the retention 
of telogen hairs in a follicle during the 
growth of a new anagen hair. Pili bifurcati 
and pili multigemini result from a compo- 
site papilla that forms several hair shafts 
that are more or less separated. Closely ad- 
jacent independent follicles can share one 
opening. Grouped hairs are normal for 
some mammals, hair growth in pairs 
being characteristic of the pigmy bush- 
baby, orangutan, and chimpanzee. 

We plucked several pairs of hairs and 
examined them microscopically. Shafts ap- 
peared normal. Pairs consisted of telogen- 
telogen, anagen-telogen, and anagen-ana- 
gen. The varied composition of the pairs 
was confirmed by shaving some chest hair 
and watching the new hairs grow out 
singly or in pairs. 


Comment 


The presence of anagen-anagen 
pairs rules out trichostasis spinulosa 
while the presence of anagen-telogen 
pairs rules out pili multigemini. This 
patient has paired hairs, formed in 
independent follicles that emerge 
from the skin through a common 
opening or through closely adjacent 
openings. 

YELVA L. LYNFIELD, MD 
SHAMSHER SiNGH, MD 
Brooklyn, NY 
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Skin Tumors With 
Immunosuppressive Therapy 


To the Editor.—I was interested to * 


read the article in the June issue of 
the ARCHIVES (107:893, 1973) regard- 
ing the occurrence of skin tumors in 
patients receiving immunosuppres- 
sive therapy. 

It does seem to me that a pre- 
malignant condition such as solar 
keratoses is a sine qua non for their 
development. 

I examined 11 renal transplant pa- 
tients whose ages ranged from 18 to 
47 years; their transplant inter- 
vals ranged from three weeks to 57 
months. All of these patients were on 
a regimen of 5 mg of prednisone, four 
times a day, and azathioprine, 150 
mg/day. I did not find solar de- 
generation or skin carcinomas of any 
kind. 

I hope to follow up these patients 
and make a subsequent report. 

CHARLES Dupont, MD 
Dublin 


Acne and Ovral 


To the Editor.—I would like to com- 
ment on a recent observation of mine 
and to see if this finding has been 
noted by any other physician. 

Three young women patients of 
mine have virtually the same history. 
They are in their 20s, and had min- 
imal acne as teen-agers. The acne 
cleared under normal regimens, 
which included the administration of 
tetracycline. They married, and after 
marriage and pregnancy, there was 
no problem with acne. Postpartum, 
the oral contraceptive Ovral was pre- 
seribed. This caused an almost imme- 
diate flare of severe pustular, painful 
acne, with many discrete papules and 
pustules. There was partial improve- 
ment with tetracycline therapy (250- 
mg capsule given four times daily for 
a week, and then dropping back to a 
twice daily dosage), with the appro- 
priate topical preparations. 

Most dramatie improvement was 
noted when the Ovral was stopped, 
and the patients began taking a dif- 
ferent oral contraceptive. I have seen 
several other patients flare while tak- 
ing Ovral who responded to the sub- 
stitution of a different oral contracep- 
tive. 

WM. PHILLIP GIBBS, MD 
Lynchburg, Va 
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Vitiligo in Ancient Indian Medicine 


* To the Editor.—A study of ancient 


epic literature reveals that the dis- 
ease now known as vitiligo existed in 
the world in the past. There are many 
references to descriptions of this dis- 
ease and also to various formulations 
of its cure in classical medical litera- 
ture of India. 

The Indian civilization and culture 
is the oldest in the world, and the old- 
est records of the human race are in- 
scribed in the Veda books. Vitiligo is 
referred to in many places in these 
books. It is obvious that vitiligo ex- 
isted centuries ago also. 

The Atharvaveda (1500 to 1000 BC) 
deals with the disease vitiligo. There 
are two words that are found in the 
original text viz. "kilas" and “palita.” 
Whitney, in his English translation, 
has mentioned that "kilas" means 
white patch or spot on the skin, and 
when these spots have a yellowish 
tinge, this is known as “palita.” 

Referring to the Sanskrit grammer 
by Panini (700 to 500 BC) it becomes 
evident that the word "kilas" is de- 
rived from "kil," which means white 
and "as" means to cast or throw 
away. So “kilas” means that “which 
throws away colou. Thus in ancient 
Indian medical literature the term 
"kilas" refers to vitiligo. 

The word "palita" is derived from 
"pal" meaning grey, old, and aged. 
Since the hair becomes grey in the old 
and aged, this term perhaps refers to 
greyness of hair, either as canitis or 
leucotrichia associated with vitiligo. 

Another word "svitra" is commonly 
used to refer to vitiligo by indigenous 
physicians of India. In Amarkosha 
(600 AD) the term "svitra" has been 
used synonymously with "padaspho- 
ta, meaning flower of legs; "twak- 
puspi,” meaning flower of skin; and 
"sidhmali," which means spreading 
whiteness. 

Another term commonly used for 
this entity is "shvetkushtha," which is 
derived from the word "shvet" mean- 
ing white and the term "kushtha" 
that refers to skin diseases in gen- 
eral. According to sanskrit diction- 
aries, "shvetkushtha" means that 
which makes the body ugly or spoils 
the blood. 

The word “charak” has also been 
used by villagers in referring to this 
disease. “charak” means that which 
spreads or is secret. This term has 
been coined because the disease is 
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often kept secret due to the social 
stigma attached to it and probably 
because the disease invariably 
spreads. 

The disease kilas is mentioned in 
Vinay Pitak (624 to 544 BC), the sa- 
cred book of Buddhism. Men and 
women suffering from this disease 
were not eligible for ordainment. 

In Manusmriti (200 Bc), there is 
reference to svitra; patients suffering 
from it were not respected in society. 
It is written that a person who has 
stolen clothes in his former existence 
may suffer from svitra (in the Hindu 
religion, there is belief in rebirth). 


Treatment of Vitiligo 


The Atharvaveda mentions two 
drugs, namely “asikni” and “shy- 
ama" (meaning that which tans the 
skin), that can produce repigmen- 
tation of the skin. These agents were 
for topical use. Identification of these 
two herbal drugs is now a matter of 
controversy. 

The drugs that were recommended 
for the treatment of vitiligo in later 
classical medical literature may be 
classified into three groups, namely, 
herbal or drugs from vegetable 
sources; drugs from animal sources; 
and metallic drugs. 

Herbal Drugs.—There are innumer- 
able herbs mentioned in different pre- 
scriptions but the following two herbs 
are common to most of these: (1) 
Malapu (Ficus hispida)—The drug 
fruit is powdered and given orally in 
the dose of 3 to 12 gm per day with an 
equal amount of jaggery. The patient 
then sits in the bright sun, exposing 
the affected parts to the sun for a pe- 
riod of one to two hours or till sweat- 
ing occurs. Blisters are produced in 
the skin, and after their rupture re- 
pigmentation starts. A paste made of 
dry powdered fruit in oil is also rec- 
ommended for local application. (2) 
Bakuchi or Bavachi (Psoralea caryo- 
folia)—The seeds of this plant consti- 
tute an important and popular drug 
used in the treatment of vitiligo. The 
seeds and oil of bavachi are adminis- 
tered orally and are also used topi- 
cally. 

Both these herbs are now known to 
contain psoralens, which are photo- 
toxic substances that induce pigmen- 
tation. 

Drugs of Animal Origin.—Drugs de- 
rived from animals have lost their 
popularity, as they could not stand 


the test of time. These ingludtd ex-« 


creta of animals (cowdung, cow ufine, ~ 


elephant stool) and cobra snake 
bones. 


Metallic Drugs.—Most heavy metals - 


have been administered both systerh- 
ically and tropically. Mercury, sul- 
phur, copper, antimony, and their 
salts had been used. Arsenic, in the 
form of its sulphides, has also been 
used extensively. E 

GURMOHAN SINGH, MD 

Z. ANSARI, DAYM 

R.N. DwivEDI, AMS, PhD 

Varanasi, India * 


Transient Acantholytic Dermatosis 


To the Editor.—In 1970, Grover de- 
scribed a peculiar papulovesicular 
dermatosis which histologically re- 
sembled Hailey-Hailey disease or Da- 
rier disease (Arch Dermatol 101:426, 
1970). The primary lesions were pru- 
ritic, discrete papules or vesiculo- 
papules that usually occurred on the 
trunk but were occasionally present 
on the extremities. The six patients 
described by Grover ranged in age 
from 46 to 74 years and all were 
white. The eruption was self-limiting 
and lasted from several weeks to five 
months, without recurrence. It was 
stressed that cytologic examination 
of the vesicles revealed acantholytic 
cells. The term “transient acantho- 
lytic dermatosis” was applied to this 
clinical entity. 

We have recently seen what ap- 
pears to be the first case of this dis- 
ease in a black person. The patient 
was a 66-year-old black woman who 
had a similar clinical and histological 
picture as that described above. Dis- 
crete 1-3 mm pruritic, papulovesicles, 
with surrounding erythema, were lo- 
calized on her trunk and extremities. 
The eruption has apparently subsided 
without therapy. The lesions were 
characterized histologically by su- 
prabasilar clefts, many acantholytic 
cells, and papillomatosis. The Tzanck 
preparation demonstrated acantholyt- 
ic cells. 

Grover postulated that the under- 
lying acantholytic reaction in his pa- 
tients may have been precipitated by 
various nonspecific stimuli, most es- 
pecially by ultraviolet light. In our 
patient, no evidence regarding such 
precipitating stimuli could be elicited. 

BRUCE JAY BERGER, MD 
RoBERT I. RUDOLPH, MD 
JAMES J. LEYDEN, MD 
Philadelphia 


. Letters to the Editor 913 


Grenz Ray Shielding 


bo the Editor.—Grenz rays used for 
the treatment of benign skin diseases 
have a half-value layer in the range 
of 0.018 to 0.035 mm of aluminum. 
We considered whether commercial 
heavy-duty aluminum foil would suf- 
fice for shielding the skin surround- 
ing the lesion from the grenz rays. To 
our surprise, the heavy-duty foil sold 
ine supermarkets for household uses 
(like roasting turkey) proved, upon 


measurement, to be only 0.02 mm 


thick! This means that more than half 
theradiation given would pass through 
es * 
one layer of foil, and even three 
layers could not be considered heavy 
enough protection! We recommend 
that lead rubber and cones be used for 
shielding in grenz ray therapy. 
YELVA LYNFIELD, MD 
EDGAR N. GRISEWOOD 
Brooklyn, NY 


Fixed Drug Eruption 
From Chlordiazepoxide 


To the Editor.—I wish to report a 
fixed drug eruption to chlordiazepox- 
ide. To my knowledge, such an occur- 
rence has not been reported previ- 
ously. 


Report of a Case 


A 48-year-old woman presented com- 
plaining of a burning rash that started on 
the side of her neck as a "small pimple.” 
She was taking conjugated estrogens (Pre- 
marin) for menopausal symptoms and chlor- 
diazepoxide, 10 mg four times a day, for 
“nerves.” 

Physical examination revealed an er- 
ythematous papulovesicular patch 2.5 em 
in diameter on her left neck. Potassium hy- 
droxide scrapings and a Tzanck prepara- 
tion were negative for hyphae and viral gi- 
ant cells, respectively. 

She was told to stop taking both medica- 
tions and was treated with betamethasone 
valerate (Valisone) cream and hydroxyzine 
hydrochloride (Atarax), 25 mg four times a 
day. In one week, all that remained was a 
hyperpigmented macule. On reinstitution 
of therapy with conjugated estrogens 
there was no recurrence. However, within 
24 hours of restarting chlordiazepoxide, 
the area became erythematous and indu- 
rated. The erythema and  induration 
cleared in two days after stopping the 
chlordiazepoxide therapy again. 


Comment 


The history and definition of fixed 
drug eruption have been reported 
many times in the past. Derbes pub- 
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lished a comprehensive list of drugs 
that caused such eruption, but did not 
mention the benzodiazepine deriva- 
tives (JAMA 190:765, 1964). I was 
unable to find a previous report of a 
fixed drug reaction to chlordiazepox- 
ide in the medical literature. It is im- 
portant to be aware of chlordiazepox- 
ide as a cause of drug reaction be- 
cause of its present widespread use as 
a minor tranquilizer. 

HERBERT M. BraiR III, MD 

Muskegon, Mich 


Subcorneal Pustular Dermatosis 
Controlled by Vitamin E 


To The Editor.—Subcorneal pustu- 
lar dermatosis (Snedden-Wilkinson 
disease) in two 3-year-old children 
was reported recently by Johnson and 
Cripps (Arch Dermatol 109:73, 1974). 
The authors pointed out the relatively 
unsatisfactory therapeutie response, 
both in their own patients and in the 
experience of others, to such medica- 
tions as antibioties, corticosteroids, 
and sulfones. In their concluding 
paragraph, they mentioned that, in 
an oral communication, we had stated 
that vitamin E was helpful. 

During the past eight or ten years, 
we have been conducting clinical in- 
vestigations in the course of an office 
practice on the possible value of vita- 
min E in a number of recalcitrant 
dermatoses of obscure cause and have 
encountered some unexpected sur- 
prises. During this period, we have 
seen only one case of subcorneal pus- 
tular dermatosis, but the circum- 
stances in this case and the therapeu- 
tic results were so dramatic that we 
thought a brief report was justified, 
so that this treatment can be tried on 
a larger scale. 


The patient, a 63-year-old woman, - 


was referred to us by another derma- 
tologist with a diagnosis of subcor- 
neal pustular dermatosis that had 
been confirmed by biopsies in two dif- 
ferent laboratories. The patient had 
been under treatment for five years 
with dapsone, sulfapyridines and 
prednisone. She had been receiving 
prednisone regularly for four years, 
with doses ranging from three to 
eight tablets a day. She also had 
diabetes that had developed since 
the start of treatment with predni- 
sone, emphysema, hypertension, and 
edema, for which she took a diuretic. 

Examination revealed a  wide- 
spread eruption, sparing the face, 
with characteristic groups of tiny 
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patches and circinate groups on an er- 
ythematous background. Treatmenj 
was started with vitamin E in the 
form of d-alpha tocopheryl acetate, 
100 international units (IU) given 


once daily before a meal, gradually, 


increasing to 400 IU daily. At the 
same time, the dose of prednisone 
was tapered down from eight tablets 
a day to one or two tablets a day, but 
it could not be discontinued com- 
pletely because of her respiratory 
problems. 

Four weeks after beginning treat- 
ment with vitamin E and reducing 
the prednisone dosage, the patient's 
skin was free of vesicopustules, with 
only slight erythema remaining. She 
was also able to discontinue her di- 
uretic and could keep her urine sugar- 
free with 15 to 20 units of insulin, 
whereas she had formerly required an 
average of 50 units a day. Sometimes 
considerably larger doses of vitamin 
E, up to 1,200 or 1,600 IU daily, may 
be required to achieve satisfactory re- 
sults. 

Previous reports have shown that, 
by improving glycogen storage, vita- 
min E is able to reduce insulin re- 
quirements; therefore, patients tak- 
ing insulin should be given initially a 
small dose of vitamin E, that can be 
increased gradually, with an adjust- 
ment of insulin dosage to avoid an in- 
sulin shock reaction. 

There was no recurrence of the sub- 
corneal pustular dermatosis during a 
two-year follow-up period in which 
the patient continued on vitamin E. 

SAMUEL AYRES, JR., MD 
RICHARD MIHAN, MD 
Los Angeles 


Fistula of the 
Dorsum of the Nose 


To the Editor.-In the ARCHIVES 
(109:227, 1974), we recently reported 


four new examples of fistula of the" 


dorsum of the nose and emphasized 
that this entity has been almost com- 
pletely neglected in the dermatologic 
literature. Gerald Frolow, MD, has 
drawn to our attention a previous ar- 
ticle by Costello et al in the ARCHIVES 
(60:1209, 1949) that we had not been 
aware of and that may be of interest 
to your readers. 

MARTIN H. BROWNSTEIN, MD 

LEWIS SHAPIRO, MD 

Great Neck, NY 

RAYMOND SLEVIN, MD 

Miller Place, NY 
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Clinical Considerations: 
INDICATIONS  TINACTIN Cream and Solution afford 
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Soap-Free Skin Cleanser 


Rich-lathering Lowila provides care for tender skin. Recommended for dermatopathic and 
eczematous patients of all ages, including babies. Its low pH (4.5-5.5) helps protect the natural 
acidity of the skin and favors healing. See PDR. Supplied: 334 oz. bars. For free ready-to- 
frame poster size graphics of mother and child, write to: 


WESTWQOD PHARMACEUTICALS INC., Dept. 22MLT, Buffalo, New York 14213 - 


e Contains sodium lauryl sulfoacetate in a corn dextrin base. 





Telangiectasia Macularis Eruptiva Perstans. 
Presented by MARGARET STORKAN, MD. 
A 54-year-old white man had a history 

of an asymptomatic eruption affecting the 

trunk for ten years. His general health 
was excellent. 

Examination revealed a generalized erup- 
tion, involving all aspects of the trunk, 
that was comprised of roughly ovoid red- 
brown macules. All were about the same 
size. The macules did not urticate when 
rubbed. Laboratory studies were all within 
normal limits. 


Discussion 


Dr. LEO INDIANER: Well over 50% of the 
cells were mast cells. 

Dr. CRAIG WILLIAMSON: When mast cell 
stain is requested, what fixative should be 
used for the specimen? 

Dr. INDIANER: Routine formalin fixative 
is acceptable. All fixative solutions work 
well. 

DR. S. AYRES, JR.: It is difficult to accept 
the diagnosis of urticaria pigmentosa on 
clinical grounds because the lesions do not 
become elevated when rubbed. 

DR. Louis WINER: There is an increase in 
melanin in the basal layers of the epi- 
dermis. In the dermis, the capillaries are 
congested with red blood cells. In the lower 
dermis, over 50% of the cells are masto- 
cytes, and there are many eosinophils in 
the infiltrate. This ¿s a mastocytosis, but it 
differs from other forms of mastocytosis in 
that it did not urticate when I abraded the 
lesion. 

Dr. STORKAN: Although the eruption is 
widespread, this man is in excellent health, 
with no signs of visceral or osseous in- 
volvement. 


Pemphigus Erythematosus. Presented by 
WiLLIAM V. R. SHELLOW, MD (by invita- 
tion), DANIEL F. RuBiN, MD (by invita- 
tion). 

A 36-year-old white man had a history of 
seborrheic dermatitis. He first noticed a 
pruritic lesion in the presternal region in 
March 1973. This gradually enlarged, and 
the border became vesicular. Weeks later, 
an erosion appeared on the left cheek. Sub- 
sequently, similar areas appeared on the 
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sulfate, and bacitracin zine (Neosporin), 
gentamicin sulfate (Garamycin) cream, 
and oral administration of clindamycin 
(Cleocin). All these medications produced 
no improvement. 

Exudative erythematous plaques were 
present on the malar areas, chest, and the 
shoulders. One small flaccid bulla was pres- 
ent on the anterior aspect of the neck. The 
patient was hospitalized, and the diagnosis 
at the time of admission was pemphigus 
erythematosus. 

A biopsy specimen from a lesion on the 
chest was reported as consistent with pem- 
phigus erythematosus. Immunofluorescent 
studies showed direct intercellular immu- 
nofluorescence. Indirect immunofluores- 
cence was positive for IgG at a titer 
between 1:166 and 1:320. IgM was not pres- 
ent. The serum was not tested for comple- 
ment or IgA. No basement membrane 
fluorescence was seen. 

Prednisone therapy, 15 mg daily, was 
started. Since he did not improve, after 
one week the dosage was raised to 100 mg, 
alternate-day schedule. Steady clinical im- 
provement followed. Because the patient 
was depressed on the days he received no 
medication, the schedule was changed to 50 
mg daily. His condition is presently under 
good clinical control with this dosage, plus 
magaldrate (Riopan) and isoniazid admin- 
istered by mouth and topical application of 
fluocinonide (Lidex) ointment and 0.5% tri- 
amcinolone acetonide cream. 


Discussion 


Dr. VICTOR NEWCOMER: Usually, early in 
the course of this disease, it is treated as 
impetigo or eczematous dermatitis. Final- 
ly, a biopsy is performed and the histo- 
pathologic picture gives the diagnosis. 

Dr. INDIANER: Histopathologic section 
shows that a separation is taking place in 
the epidermis, with exfoliation of the over- 
lying layers of cells. In some areas, this 
separation is epibasilar, while in other 
areas, it is more superficial. The diagnosis 
can be confirmed by the presence of acan- 
tholytic cells. The Tzanck cells are atypical, 
with enlarged nuclei; this contrasts with 
the situation in benign familial pemphigus 
and other acantholytic processes. 
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Cream, Aristocort Topical Ointment, Aristo- 
derm, Flutone, Kenalog. 


Lupus Vulgaris, With Evidence of Healed 
Scrofula. Presented by ALAN SEMION, MD 
(by invitation). 

A 62-year-old Mexican-American woman 
from Guadalajara had a mildly pruritic, in- 
dolent eruption on the left side of the chest 
since childhood. She recalled that, before 
this lesion appeared, she had had swollen 
glands in her neck that had eventually bro- 
ken down and drained, followed by slow 
healing. 

Examination revealed multiple, circi- 
nate, reddish-brown plaques with well-de- 
marcated borders within an area of atro- 
phic sear on the left anterior part of the 
chest. Multiple, irregular, atrophic scars 
were present on both sides of the neck. 
There was no palpable adenopathy. An x- 
ray film of the chest revealed no active dis- 
ease. A first-strength purified protein de- 
rivative test produced 15 mm of induration 
and erythema. 

A biopsy specimen was suggestive of a 
dermal tuberculoid infiltrate with numer- 
ous Langhans giant cells. Caseation necro- 
sis was absent. Fite and PAS stains were 
negative. Culture yielded growth of Myco- 
bacterium tuberculosis. 

Treatment consisted of 300 mg of isonia- 
zid and 50 mg of pyridoxine daily. 


Discussion 


DR. J. W. WILSON: We have not seen this 
type of patient in the United States since 
the advent of effective antituberculosis 
medications. 

Dr. M. Obermayer and I reported the 
first case of cutaneous tuberculosis, of the 
lupus vulgaris type, cured by isoniazid (J 
Invest Dermatol 19:311, 1952). 

Dr. INDIANER: Usually, acid-fast stains 
on specimens of lupus vulgaris lesions are 
negative. Recently, a plaque of lupus vul- 
garis was injected with triamcinolone be- 
fore the diagnosis was made. In this in- 
stance, the organisms were readily 
identified. 

Dr. SEMION: Squamous cell carcinoma 
has been reported in lupus vulgaris in an 
incidence as high as 10%. 
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Nevus Depigmentosus. Presented by Mo- 
NIKA BERG, MD, and WILLIAM TAR- 
NOWSKI, MD. 

A 22-year-old black woman had two dis- 
crete macular areas of hypopigmentation 
confined to the left side of the neck, upper 
chest, and back, corresponding to derma- 
tomes C2 through C4 and T4 and T5. Past 
history reveals no neurologic disease and 
the family history is noncontributory in re- 
gard to a pigmentation or central nervous 
system abnormality. 

A regimen of methoxsalen, 40 mg two 
hours prior to ultraviolet light exposure, 
was recently prescribed for the patient. 
She has had four treatments and as yet 
has shown no response to therapy. 


Discussion 


Dr T. B. FITZPATRICK: The differential 
diagnosis includes the following: nevus de- 
pigmentosus, which I think this patient 
has; tuberous sclerosis, neurofibromatosis, 
ataxia telangiectasia, and vitiligo, which 
may all be rarely present in a unilateral 
dermatome-like distribution. This lesion 
does not represent “vitiligo,” but more cor- 
rectly a form of leukoderma. 

An analogy may be drawn between ane- 
mia, which is a reduction of hemoglobin, 
and leukoderma, which is a reduction or 
absence of melanin pigment. Anemia must 
be further defined as, for example, iron 
deficiency, hemolytic, thus, leukoderma 
should be further defined with a modifying 
adjective indicating the cause. Vitiligo 
might be considered as idiopathic leuko- 
derma, for example, in which there is an 
extreme reduction or total absence of 
melanocytes. In tuberous sclerosis, mela- 
nocytes are present but three defects exist: 
reduction in the size of melanosomes, de- 
creased melanization of the melanosomes, 
and aggregation of melanosomes when 
they are transferred to the keratinocytes. 

In nevus depigmentosus there is a nor- 
mal complement of melanocytes but a de- 
creased number of melanized melanosomes 
that are normal in size. The only abnormal- 
ity in nevus depigmentosus is that there 
are autophagosomes in the melanocytes. In 
other words, the melanosomes aggregate 
in melanocytes and form clusters. The im- 
portance of ferreting out this entity from 
the other forms of hypopigmentation is 
that recently we have seen three patients 
with similar lesions to those presented to- 
day who have had unilateral hypertrophy 
of the extremities on the same side. 

There is another disorder, incontinentia 
pigmenti achromians (IPA), which I think 
represents the same process as nevus de- 
pigmentosus. Both of these forms of hypo- 
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Fig 1.—Six-month-old boy with giant 
hairy pigmented nevus of scalp. 


pigmentation, nevus depigmentosus and 
IPA, show similar findings by electron mi- 
croscopy. Nevus depigmentosus represents 
a variant in that the lesion is dermatomal 
whereas in IPA there is an impressive 
"marbling" pattern. I would suggest we 
use the generic term nevus depigmentosus 
to describe both of these entities. 

I have never had experience with the use 
of psoralens in the treatment of this condi- 
tion. I would assume that the patient has 
been given artificial ultraviolet light, and 
as yet we do not have any sources of ul- 
traviolet powerful enough to emit high in- 
tensity of ultraviolet-A, which is the action 
spectrum of psoralens. At present, the only 
source powerful enough to activate psora- 
lens is sunlight. 


Congenital Giant Hairy Pigmented Nevus. 
Presented by NEIL FEiNS, MD. 
The following two patients are pre- 
sented for discussion of surgical excision 


Fig 2.—One month after surgery: com- 
plete take of graft. 
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of congenital giant hairy pigmented nevi. 
The first patient was born with a dark pig- 
mented lesion of the scalp that shortly 
thereafter became darker. A substantial 
increase of growth of hair was noted 
within this lesion. At 6 months of age, he 
had a pigmented lesion growing coarse, 
black hair surrounded by his own blond 
hair. This mass was located anterior to his 
ears and extended to the base of his neck 
much like a skull cap (Fig 1). The rest of 
the physical examination was within nor- 
mal limits. Skull x-ray films were normal. 
Excision of the entire mass was performed 
at the age of 6 months. Split thickness skin 
grafts from his back were sutured over the 
recipient site of his scalp (Fig 2). 

The second patient is a 22-month-old boy 
who was born with a nevus in a bathing 
trunk distribution involving two thirds of 
his back, buttocks, perianal region, and 
lower part of the abdomen including his 
groin (Fig 3). He also had several smaller 
nevi over the lower extremities. During the 
first month of life, there was a significant 
change within this nevus consisting of 
nodular masses. At 3 months of age, the 
first excision and split thickness graft 
were performed, with the upper part of the 
back region as the donor site. The patient 
has tolerated five procedures with the 
same area of the back as the donor site 
(Fig 4). The plan is to continue to excise se- 
rially as much of the giant nevus as pos- 
sible in the hope of removing it before 
school age. 


Discussion 


DR. FEINS: In the first patient, the tech- 
nique of removing the nevus from the 
scalp consisted of using electrocautery 
(Bovie). At no time were transfusions re- 
quired. The donor skin was obtained with a 
Reese dermatome. Initially, we made sure 
that the donor graft was adequate in quan- 


Fig 3.—Three-month-old boy with bath- 
ing trunk nevus. 
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Fig 4.—Appearance at 27 months of age 
after seven excision and grafting proce- 
dures with removal of about 6596 of nevus. 


tity before we removed the entire nevus. 
The grafts were sewn in place. We tied a 
bolster over the graft, which was packed 
with wet cotton gauze. We treated the do- 
nor site and recipient site with 0.596 silver 
nitrate solution. In the first case, we had 
essentially a 98% take. The patient was 
discharged nine days after surgery and 
had no difficulty at home. 

After an experience of biopsying a new- 
born with a giant nevus of the scalp and 
discovering that it was malignant, our sur- 
gical staff has become more aggressive. 
The second patient underwent surgery at 
the age of 3 months. This child was pre- 
pared and treated in the same fashion, ex- 
cept that the larger nevus required serial 
approaches. We thought that we could re- 
move it piecemeal by excising full thick- 
ness areas, by using the upper part of the 
back as the only donor site since this was 
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the only uninvolved area, and closing pri- 
marily in order to remove as much bulk of 
the lesion as possible. Again, we used the 
Bovie for cautery to prevent blood loss. 

Congenital giant hairy pigmented nevi 
are premalignant lesions and during in- 
fancy and early childhood they may un- 
dergo malignant change. The surgery is 
not difficult and is well tolerated by infants 
and young children. We should avoid mul- 
tiple admissions at an older age, when the 
patient is subject to greater psychological 
trauma or would miss time in school. 

Dr. HERBERT MESCON: I wonder whether 
the size of the lesion or the time of devel- 
opment of the lesion is the primary factor 
in deciding when the congenital nevus 
should be removed. In other words, are the 
smaller lesions which develop later on the 
legs just as ominous as the large bathing 
trunk nevus? Are there statisties avail- 
able? My second question deals with the 
future cosmetic concern of this patient. 
Will hair transplants take in this donor 
site as well as in normal scalp? 

Dr. FEINS: The boy with the scalp lesion 
(Case 1) has developed approximately 12 
smaller lesions since surgery and I am not 
certain what the implications are. It is im- 
possible to remove all of them and we hope 
that by removing the larger lesions we are 
preventing a malignant change. We as- 
sume that the more tissue we remove, the 
less likelihood of later malignant degener- 
ation. 

For the other patient (Case 2) we plan in 
the future to graft the perineal and but- 
tocks area after instituting a diet supple- 
mented with a synthetically formulated 
elemental food (Vivonex), which will di- 
minish stools and the contamination of the 
graft site. 

In regard to the second question, the 
skin grafts have become resistant to 
trauma and would likely be amenable to 
hair transplantation. However, I think 
that this should be done when the patient 
is older and requests it. 

Dr. P. Strauss: In respect to the first 
child with the scalp nevus, in the primary 
area for donor grafts for transplantation 
there might be a potential for developing 
male pattern alopecia, and it may be a 
wasted effort to perform this procedure at 


: + 
` X 
the age of 10 or 12. Hence, I'suggest tha 
hair transplantation be avoided until-à*, 
later age, such as 25. 

DR. FITZPATRICK: Recently I had a young * 
female patient with metastatie melanoma* 
from a congenital hairy nevus of the scalp. 
Had this been removed at an early age, 
possibly it would not have been the cause ` 
of her demise. We do prophylactic foot 
of all congenital nevi, not only the ones 
that are bathing trunk nevi but alsq the 
smaller hairy congenital ones. These are 
similar to the distant lesions in the second 
patient. Also, I think that all nevi of 
mucous membranes or the anogenital area 
should be removed. Nevi on the soles are 
deceptive; we have been surprised in the 
past to find atypical melanocytes in rather 
bland-looking pigmented lesions on the 
soles that, in fact, represented melanomas. 
Finally, we are suggesting that all pig- 
mented lesions with a halo of hypopigmen- 
tation should be investigated by excision 
or biopsy to disprove the possibility of a 
melanoma, and nevi with a bluish color re- 
gardless of size or shape should prophy- 
lactically be removed. 

Dr. W. PEARSON: What is the possibility 
of leptomeninges being involved in Case 2, 
and what laboratory studies do you per- 
form to detect such invasion? 

Dr. FEINS: In most cases, we start with a 
spinal tap; we repeat it at six months, one 
year, and then once a year for five years. 
We also obtain chest x-ray films once a 
year. 

Dr. S. Hurwitz: We have always had the 
problem as to the size of the lesion and 
when to consider it a giant pigmented 
nevus. Many authorities have stated that 
segmental nevi over the arms, legs, but- 
tocks, measuring 10x 12-cm or more fulfill 
the criteria of a giant pigmented nevus. I 
think this is questionable. When do you de- 
cide to remove or not to remove a large 
nevus? 

Dr. Ferns: We remove any nevi that are 
large, such as one the size of a quarter or a 
half dollar. We take excisions from the 
center and appose the borders in a serial 
fashion at intervals of two to three 
months. There is no need for a skin graft 
and we end up with a single scar rather 
than a more formidable graft scar. 
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` -AAD Committee on Education An- 


^ 


 mounces Expansion of Meeting Fea- 


tures.—The Committee on Education 
of the American Academy of Derma- 


- . tology has announced an expansion of 


educational activities at the acad- 
emy's 24th annual meeting to be held 
Dec 7-12, 1974, at the Palmer House 


` in Chicago. 


E. Richard Harrell, MD, Ann Ar- 
bor, Mich, committee chairman, said a 
new feature will be added on a trial 
basis and that the total number of 
Seminars-in-Depth and Information 
Discussion Groups will be increased in 
order to give dermatologists more op- 
portunities to take part in the most 
popular sessions. 

The new feature will be called 
Forums-for-50, utilizing the popular 
seminar format, but accommodating 
50 participants. Nine Forums-for-50 
have been added to the meeting 
schedule. 

"In addition," Dr. Harrell said, "the 
number of Seminars-in-Depth has 
been increased from 48 to 60 to meet 
the tremendous demand for registra- 
tion at the sessions." 

To meet the demand for tickets, the 
Committee on Education has also 
scheduled 160 Informal Discussion 
Groups (compared to 128 at the 1973 
annual meeting). 

The expanded features will mean a 
considerable increase in faculty par- 
tieipation, Dr. Harrell pointed out, 
"but the result will be a better chance 
for dermatologists to attend sessions 
of their choice." 

Members of the AAD Committee 
on Education, in addition to the chair- 
man, are Ray O. Noojin, MD, Bir- 
mingham, Ala; Rees B. Rees, MD, San 
Francisco; Robert W. Goltz, MD, Min- 
neapolis; and Richard L. Dobson, MD, 
Buffalo. (The AAD president, vice- 
president, secretary-treasurer, and 
assistant secretary-treasurer are ex- 
officio members of the committee.) 
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Dermatological Foundation's Activi- 
ties.—The Dermatology Foundation, a 
nonprofit, voluntary health agency, 
has raised over $1 million since begin- 
ning its activities in 1966. Contribu- 
tions have come principally from in- 
dustry, dermatological groups and 
societies, grateful patients, private 
foundations, and the over 1,850 der- 
matologists who pay annual dues. Of 
the latter number, over 500 lend addi- 
tional support by paying Century 
Club contributions of $100 annually. 

Awards have been made to support 
the overall goal of advancement of 
the specialty for the benefit of those 
with skin diseases. These awards 
have consisted of small grants-in-aid 
to assist the development of new de- 
partments and to support basic and 
clinical research. In addition, the 
foundation is presently committed to 
support a program of fellowships for 
further training in investigative der- 
matology, education, and delivery of 
health care. 

All grants and fellowships are ap- 
proved by the board of trustees after 
receiving the recommendations of the 
Medical and Scientific Committee. 
This committee, with representation 
from the American Academy of Der- 
matology, the American Dermato- 
logical Association, the Association of 
Professors of Dermatology, and the 
Society for Investigative Dermatol- 
ogy, is chosen to include expertise in 
research, education, and medical and 
health sciences. 

To date, the foundation has 
awarded grants totaling $390,000 to 
57 departments of dermatology in 37 
states. Seventeen postdoctoral fellow- 
ships totaling $210,000 have been 
awarded. In 1973 and 1974, approxi- 
mately $100,000 has been awarded 
each year. 


Third World Congress of Inter- 
national Society of Tropical Dermatol- 
ogy.—The Third World Congress of 
the International Society of Tropical 
Dermatology will be held in Sao 
Paulo, Brazil, Sept 1-5, 1974. The Or- 
ganizing Committee consists of Dr. 
Sebastiao A. P. Sampaio, president; 
Dr. Raymundo M. Castro, Secretary- 
treasurer; and Drs. J. Eduardo C. 
Martins and Norberto Belliboni, exec- 
utive secretaries. 

All correspondence should be ad- 
dressed to Third World Congress of 
Tropical Dermatology; c/o Alcantara 


Machado Congressos S/C LTDA; Pa- 
lacio das Convencoes; Parque Ahembi, 
CEP-02012; Sao Paulo-SP, Brazil. The 
Registration fees are $80.00 for mem- 
bers and $100.00 for nonmembers 
(U.S. currency). The annual dues for 
membership in the International So- 
ciety of Tropical Dermatitis is $15.00. 
Checks should be made payable to the 
order of III Congressos Societatis In- 
ternationalis Dermatologiae Tropicae 
or "III C.S.I.D.T." 

Topies for the Congress will include 
geographieal dermatology, venereal 
disease, photobiology, pseudomalig- 
nancies, mycoses, skin cancer, 
leishmaniasis, genetics, presentation 
of patients with tropical dermatoses, 
metabolism and nutritional derma- 
toses, leprosy, parasitic dermatoses, 
and acne. 

Travel tours are being arranged in 
the United States. For information 
regarding tours write to Lion Coun- 
try Safari Tours, 8800 Moulton Park- 
way, Laguna Hills, CA 92653. 

For hotel reservations and tours in 
Sao Paulo, write to International 
Congress and Convention Associa- 
tion, Spark Viagens E Turismo S/A, 
Rua Braulio Gomes, 37, Sao Paulo, 
Brazil. 


Psoriasis Research Award for 1973.— 
The Department of Dermatology, 
Baylor College of Medicine announces 
that the Mr. and Mrs. J.N. Taub In- 
ternational Memorial Award for Pso- 
riasis Research for 1973 will be given 
to John J. Voorhess, MD, and Eliza- 
beth A. Duell, PhD, of the Depart- 
ment of Dermatology, University of 
Michigan, for their research relating 
to control of epidermal cell prolifera- 
tion. These individuals were selected 
for the award because publications 
resulting from their research are 
highly regarded throughout the scien- 
tific community and their research 
findings have implications beyond the 
field of dermatology, as well as to pso- 
riasis. 


Postgraduate Symposium on Cancer 
of Skin and Mouth.—A Postgraduate 
symposium on advances in the diag- 
nosis and treatment of cancer of the 
skin and mouth will be held in the De- 
partment of Dermatology, Stanford 
University Medical Center, Stanford, 
Calif, on July 22-25, 1974. 

For further information, write to 
Paul H. Jacobs, MD, Department of 
Dermatology, Stanford, CA 94305. 
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TINVER the only R Lotion specificaly 
designed for tinea versicolor 
The hot weather is upon her. And if she 
suffers from tinea versicolor, she'll be on the, 
spot from now on without some help. 


That's where TINVER® comes in. It's the 
pleasant, acceptable way to combat TV. This 
antifungal lotion is designed to release its 
sulphur gradually without unpleasant odor. - 
TINVER spreads easily. There's no messy 
staining of garments or linen. No tacky after- 
feeling. The lotion's patented Micel A® base 
dries to a smooth, invisible film that holds 
agents at the site of the infection without 
flaking. And TINVER's cleansing, keratolytic 
action aids penetration of the medication 
and assures more dependable results. 


[TIOVCT 


Description: Sodium thiosulfate 25%; salicylic acid 196; isopropyl 
alcohol 1095; propylene glycol; menthol; disodium edetate; 
colloidal alumina; purified water. Indications: For topical use in 
the treatment of tinea versicolor (Malassezia furfur infection). 
Precautions: If signs of irritation or sensitivity develop, discontinu 
use. Do not use on or about the eyes. Administration: Thoroughly 
wash, rinse and dry the aífected areas before application of 
medication. Apply a thin film of lotion twice a day or as directed. 
Although diagnostic evidence of the disease may disappear in a 
few days, it is advisable to continue treatment for a much longer 
period. Clothing should be boiled to prevent reinfection. How 
Supplied: 6 fl. oz. plastic squeeze bottles. Caution: U.S. Federal 
law prohibits dispensing without prescription. 


TINVER® 


(sodium thiosulfate 


25%, salicylic acid 1%) 


The pleasant solution to tinea versic 
Physician's sample available upon re 
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from 
Barnes-Hind Laboratories 


Division of Barnes-Hind Pharmaceuticals 
895 Kifer Road, Sunnyvale, California 94086 


Makers of a complete line of such fine 

derfħatological products as: Komed® HC, 
seb® HC, Tinver®, Heb®-Cort MC, and 
era-Spray™, s 


NOILOI 


U.S. Pat. No. 3265571 


Ws But there's TT 
nothin 
crude about 
utone! 
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For 
stubborn 
dandruff 
and 
scalp 


psoriasis 


Sebutone 


Antiseborrheic 


TAR SHAMPOO 


A surface-active, pen- 
etrating therapeutic 
shampoo for the 
temporary relief of 
itchy scalp and 
the scaling of 
dandruff anad 
psoriasis. 
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Sebutone contains virtually all the 
inherent antiseborrheic/antipsoriatic 
activity of crude coal tar — but it is tar 
in a most esthetically and cosmetically 
elegant form, eliminating undesirable, 
insoluble tar components and sludge. 

Westwood Tar, the first tar to 
be both cheNically and biologically 
standardized. 
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3 ontainis; WESTWOOD® TAR (equivalent to 0.5% Coal Tar USP) 


BULYTIC* brand of soapless cleansers and wetting agents, 
ERO HYDRIG® emollient, sulfur 2%, and salicylic acid 2% 


WI Helps relieve the itching and scaling 
of dandruff and psoriasis 


BI Helps remove excess oil 
B Penetrates matted crusts 


BI Residual action — prolonged 
up to 72 hours 


Westwood Pharmaceuticals Inc., 
Buffalo, New York 14213 i 
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In this Index in alphabetical order are listed the names of 
is given under first author only; 
listed in the Author Index. Names w 


A 
Ablin RJ: Antiepithelial antibodies (letter) 911 


(Je) 

Ablin RJ, Holder 1A: IgG and complement-fix- 
ing  pseudointercellular antibodies after 
thermal injury, 887 (Je) 

Ackerman AB: Epidermal inclusion cysts (let- 
ter) 736 (My) 

Ackerman AB, Breza TS, Capland L: Spongiotic 
simulants of mycosis fungoides, 218 (Fe); 
correction, 848 (Je) 

Ackerman AB, Goldman G: Combined epider- 
molytic hyperkeratosis and focal acantholytic 
dyskeratosis, 385 (Mr) 

Ackerman AB, Koch K, Pardo V: Chordoma-like 
subcutaneous nodules in an infant, 247 (Fe) 

Ackerman AB see Penneys NS 

Ajello L see Padhye AA 

Akerman LR see Rosai J 

Akers W see Maibach HI 

Alexander AM: Pseudofolliculitis diathesis, 729 


(My) 

Alexander JO'D: What is meant by “bimonth- 
ly"? (letter), 262 (Fe) 

Anderson CR: Latent porphyria cutanea tarda, 
585 (Ap) 

Ansari Z see Singh G 

Arnold HL Jr: Pilomatrixoma 
(My) 

Auerbach R: Unsuccessful fluorouracil treat- 
ment of psoriasis (letter) 102 (Ja) 

Ayres S Jr, Mihan R: Subcorneal pustular der- 
matosis controlled by vitamin E (letter) 914 
(Je) 

Ayers S Jr, Mihan R: Vitamin E treatment of 
dermolytic bullous dermatosis (letter) 99 (Ja) 


(letter) 736 


Baer H see Epstein WL 

Baer RL, Ramsay DR: Mercury allergy and 
patch testing (letter) 98 (Ja) 

Banuchi SR, Cohen L, Lorincz AL, Morgan J: 
Acanthosis nigricans following diethylstilbes- 
trol therapy, 545 (Ap) 

Bart RS: Pigmented basal cell carcinomas (let- 
ter) 261 (Fe) 

Basler RSW, Harrell ER: Urticaria pigmentosa 
associated with scleroderma, 393 (Mr) 

Battistini F, Zaias N, Sierra R, Rebell G: Clini- 
cal antifungal activity of thiabendazole, 695 
(My) 

Bayles MAH see Bentley-Phillips B 

Belcher RW see Czarnetzki BM 

Bentley-Phillips B, Bayles MAH: Butylated hy- 
droxytoluene as a skin lightener, 216 (Fe) 

Berg M, Tarnowski W: Nevus depigmentosus, 
920 (Je) 

Berger BJ, Rudolph RI, Leyden JJ: Transient 
acantholytic dermatosis (letter) 913 (Je) 

Berger BJ see Petrozzi JW; Shore RN 

Bergstresser PR: Comment on sunscreen studies 
by Langner and Kligman (letter) 96 (Ja) 

Berk SH, Blank H: Ultraviolet light and cyto- 
plasmic tubules in lupus erythematosus, 364 
(Mr) 

Bessler S see Poulsen BJ 

Beutner EH see Chorzelski TP; Holubar K 

Bickers DR see Task Force on Photobiology of 
National Program for Dermatology 

Blair HM Ill: Fixed drug eruption from chlor- 
diazepoxide (letter) 914 (Je) 

Blank F see Padhye AA 

Blank H see Berk SH 

Blum J see Ghatia SG 

Brennan HG see Wallace RM 

Breza TS see Ackerman AB 

Brisson P see DesGroseilliers J-P 

Brown AC, Josey WE: Cooper particles from 
intrauterine contraceptive device (letter) 736 
(My) 
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Brownstein MH: Idiopathic pigmentation of up- 
per back (letter) 910 (Je) 

Brownstein MH, Shapiro L, Slevin R: Fistula 
of the dorsum of the nose, 227 (Fe); (letter) 
914 (Je) 

Burdick K see Poulsen BJ; Roenigk HH Jr 

Burns L see Klein A 

Burns RE, Calhoun P: Kyrle disease, 750 (My) 

Burry JN: Persistent phototoxicity due to nali- 
dixic acid (letter) 263 (Fe) 

Bystryn J-C: Antiepiethelial antibodies (letter) 
911 (Je) 


c 


Calhoun P see Burns RE 

Callaway JL, Tate WE: Toxic epidermal necro- 
lysis caused by “gin and tonic" (letter) 909 
(Je) 

Capland L see Ackerman AB - 

Carney JF: Comment «on vaccinstion during 
pregnancy (letter) 97 (Ja) 

Casas JG, Woscoff A: Calcaneal petechiae (let- 
ter) 571 (Ap) 

Castro C, Winkelmann RK: Spiradenoma, 40 
(Ja) 

Castrow FF II see Owens DW 

Charles CR, Johnson BL: Punctate, pigmented 
verrucous papillomatosis, 562 (Ap) 

Chase PH see Nathan MPR 

Chernosky ME see Smith JD 

Chorzelski TP, Maciejowski E, Jablonska S, De- 
Mento FJ, Grover RW, Holubar K, Beutner 
EH: Coexistence of pemphigus and bullous 
pemphigoid, 849 (Je) 

Claman HN see Kahn G 

Coger RW see Miller RM 

Cohen L see Banuchi SR 

Cohen LK, George W, Smith R: Isoniazid-in- 
duced acne and pellagra, 377 (Mr) 

Conant M, Maibach HI: Allergic contact derma- 
titis due to neutral red (letter) 735 (My) 
Conant MA, Crain W: Bloom syndrome, 416 

(Mr) 

Cordero AA see Rahbari H 

Coskey RJ: Onycholysis from sodium hypo- 
chlorite (letter) 96 (Ja) 

Coskey RJ, Mehregan AH: Shoe boot pernio, 56 
(Ja) 

Cosnow l|, Fretzin DF: Choriocarcinoma meta- 
static to skin, 551 (Ap) 

Crain W see Conant MA 

Cram DL, Fukuyama K: Unilateral systematized 
hypochromic nevus, 416 (Mr) 

Cram DL, Griffith MR, Fukuyama K: Pemphi- 
gus-like antibodies in cicatricial pemphigoid, 
235 (Fe) 

Cripps DJ, Hegedus S: Protection factor of sun- 
screens to monochromatic radiation, 202 (Fe) 

Cripps DJ see Johnson SAM 

Cullen SI see Mauceri AA 

Curry MC see Kahn G 

Czarnetzki BM, Fountain M, Belcher RW: Nitro- 
blue tetrazolium test in dermatologic patients, 
36 (Ja) 


D 


Daniels DG, Schrodt GR, Fliegelman MT, Ow- 
en LG: Ultrastructural study of case of an- 
giolymphoid hyperplasia with eosinophilia, 
870 (Je) 

Dantzig Pl: Cieatricial pemphigoid (letter), 264 
(Fe) 

D’Arcy WG: Severe contact dermatitis from 
poinsettia (letter) 909 (Je) 

Dawson CR see Epstein WL 

De Bersaques J, De Smet M: Tretinoin treat- 
ment of leg ulcers (letter), 262 (Fe) 

Deeken JH: Chloracne induced by 2,6-dichloro- 
benzonitrile, 245 (Fe) 


authors of all articles. Full citation ' 
reference is made from joint authors. Reviewers of books are 
hich begin with a prefix are entered under the prefix. 


de Groot WP, Wuite J: Reaction to quinidine 
sulfate (letter) 570 (Ap) n 

DeMento FJ see Chorzelski TP 

Deodhar S see Roenigk HH Jr ? 

DesGroseilliers J-P, Brisson P: Localized epi- 
dermolysis bullosa, 70 (Ja) > 

De Smet M see De Bersaques J 

Domonkos AN: Stevens-Johnson syndrom 


autoimmune progesterone dermatitis, 
* (Ap) 
Dresden MH see Michaelson JD 
Duncan WC see Michaelson JD t 


Dupont C: Skin tumors with immunosuppres- 
sive therapy (letter) 912 (Je) 

Dwivedi RN see Singh G 

Dymond AM see Miller RM 











E ^ 


Edwards J Jr see Izumi AK 

Elguezabel A see Nathan MPR 

Engel DJC, Marx AF, Rekker RF, van Wijk L: 
Topically active corticosteroids, 863 (Je) 

Epstein E: Mercury allergy and patch testing 
(letter) 98 (Ja) 

Epstein J see Maibach HI 


National Program for Dermatology - 
Epstein WL, Baer H, Dawson CR, Khurana RG: 
Poison oak hyposensitization, 356 (Mr) 
Eskritt NR see Gentry WC Jr 
Esterly NB, Dr Lack: Hemangiolymphangioma, 
751 (My) 


F 


Farber EM, Nall ML, Watson W: Natural his- 
tory of psoriasis in 61 twin pairs, 207 (Fe) 
Feins N: Congenital giant hairy pigmented 

nevus, 920 (Je) 

Feldmann RJ, Maibach HI: Percutaneous pene- 
tration of hydrocortisone with urea, 58 (Ja) 

Feuerman EJ see Nir MA 

Field H, Murphy EL, Vuocolo MM: Chronic per- 
sistent dental sinus tract with chronic ulcera- 
tions (top of chin) and cutaneous carcinoma, 
585 (Ap) 

Finn JW see Jordan WP Jr 

Fisher AA see Reiss F 

Fisher DA, Lyss RS: Mycobacterium marinum 
infection (letter) 571 (Ap) 

Fite GL: Dermatological photography (letter) 
735 (My) 

Flaxman BA, Van Scott EJ, Goldman Ll: Séz- 
ary-like cells in cultures of normal human 
skin (letter) 577 (Ap) 

Fliegelman MT see Daniels DG; Owen LG 

Fountain M see Czarnetzki BM 

Freeman S: Comment on vaccination during 
pregnancy (letter) 97 (Ja) 

Fretzin DF: Reactive perforating collagenosis, 
750 (My) 

Fretzin DF see Cosnow | 

Fukuyama K see Cram DL; Griffith MR 

Fusaro RM see Johnson JA 


G 


Garatsos S see Ross JB 

Garcia E see Owens DW 

Garcia RL see Pedro SD 

Gentry WC Jr, Eskritt NR, Gorlin RJ: Multiple 
hamartoma syndrome (Cowden disease), 521 
(Ap) 

George W see Cohen LK 

Gerwels JW: Hyperpigmentation of the upper 
part of the back (letter) 735 (My) 

Ghatia SG, Blum J: Hunter syndrome, 
( My) 

Gibbs WP: Acne and Ovral (letter) 912 (Je) 


f 


749 


` Epstein JH see Task Force on Photobiology of 
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€ 
iam JN, Herndon JH, Prystowsky SD: Fi- 
brinolytic therapy for vasculitis of atrophie 
* blanche, 664 (My) 
. ©Goette DK: Erythroplasia of Queyrat (letter) 
6 (Ap) 
oldman G see Ackerman AB 
dman L, Kitzmiller KW: Transillumination 
for diagnosis of mucinous pseudocyst of the 
finger (letter) 576 (Ap) 
,Goldman LI see Flaxman BA 
Goldsmith LA: Intertriginous xanthomas (let- 
ter) 100 (Ja) 
Gordon HH: Pseudomonas infections (letter), 
- 261 (Fe) 
xorlin RJ: Journal of Investigative Dermatol- 
ogy, Special Issue on Cutaneous Genetics 
(Book Review) 113 (Ja) 
n RJ see Gentry WC Jr 
Gottlieb NL see Penneys NS 
Greenberg J: 2,4-Dinitrochlorobenzene therapy 
for plantar warts (letter) 910 (Je) 
Greenwald AE: Incorrect references (letter) 571 
* (Ap) 
Greer KE: Accessory axillary breast tissue, 88 
(Ja) 
Greer KE: Epidermal inclusion cyst of the sole, 
251 (Fe) 
Greer KE: Facial involvement with hidradenitis 
suppurativa (letter) 408 (Mr) 
Greer KE: Gold treatment of pemphigus (let- 
ter) 262 (Fe) 
Greer KE: Unilateral 
(letter) 100 (Ja) 
Griffith MR, Fukuyama K, Tuffanelli D, Silver- 
man S Jr: Immunofluorescent studies in mu- 
cous membrane pemphigoid, 195 (Fe) 
Griffith MR see Cram DL 
Grisewood EN see Lynfield Y 
Grover RW see Chorzelski TP 


t 









nevoid telangiectasia 


H 


Handel D see Roenigk HH Jr 

Harber LC see Task Force on Photobiology of 
National Program for Dermatology 

Harrell ER see Basler RSW 

Hegedus S see Cripps DJ 

Herman PS: Punctate keratoderma (letter) 910 
(Je) 

Hernández-Pérez E: Simple treatment for 
plantar warts (letter) 571 (Ap) 

Hernández-Pérez E: Tretinoin therapy for 
monilethrix (letter) 575 (Ap) 

Herndon JH see Gilliam JN 

Hirano K, Ishibashi A, Yoshino Y: Cutaneous 
manifestations in idiopathic hypoparathyroid- 
ism, 242 (Fe) 

Hodge SJ, Owen LG: Epidermal inclusion cysts 
(letter) 736 (My) 

Holder IA see Ablin RJ 

Hollander A: Haut- und Geschlechtskrankheiten 
(Book Review) 422 (Mr) 

Holubar K, Beutner EH: Pemphigus vs acan- 
tholytic herpetiform dermatitis (letter) 408 
(Mr) 

Holubar K see Chorzelski TP 

Horikawa S See Kikuchi | 

Hubler WR Jr see Jarratt MT 

Hudson HT see Owens DW 

Hughes D see Schiff BL 

Humbert JR see Reid LH 

Hutchinson E see Kahn D 


Imamura S see Tagami H 

Ishibashi A see Hirano K 

Ishikawa J see Ohkawara A 

Izumi AK: Pigmented palmar petechiae (black 
palm) (letter) 261 (Fe) 

Izumi AK, Edwards J Jr: Herpes zoster with 
neurogenic bladder dysfunction, 692 (My) 


J 


Jablonska S see Chorzelski TP 

Jarratt MT, Hubler WR Jr, Knox JM, Melnick 
JL: Dye-photoinactivation and herpes simplex, 
(letter) 570 (Ap) 

Jetton RL see Owen LG 

Johnson BL see Charles CR 
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Johnson JA: Acknowledgement of research sup- 
port, 31 (Ja) 

Johnson JA, Fusaro RM: Nomenclature of ery- 
thropoietic  protoporphyria (letters) 574 
(Ap), 737 (My) 

Johnson JE Il! see Mauceri AA 

Johnson SAM, Cripps DJ: Subcorneal pustular 
dermatosis in children, 73 (Ja) 

Jones HE, Reinhardt JH, Rinaldi MG: Acquired 
immunity to dermatophytes, 840 (Je) 

Jordon RE: Dermatitis Herpetiformis (Book 
Review) 113 (Ja) 

Jordan WP Jr, Finn JW: Flare dermatitis, 884 
(Je) 

Josey WE see Brown AC 

Juhlin L see Michaélsson G 

Juljulian HH see Zaynoun ST 


K 


Kahn D, Hutchinson E: Esophageal involvement 
in familial benign chronic pemphigus, 718 
(My) 

Kahn G, Curry MC: Ultraviolet light protection 
by several new compounds, 510 (Ap) 

Kahn G, Phanuphak P, Claman HN: Propyl 
gallate-contact sensitization and  orally-in- 
duced tolerance, 506 (Ap) 

Kaidbey KH, Kligman AM: Human model of coal 
tar acne, 212 (Fe) 

Kaidbey KH, Kligman AM: Photopigmentation 
with trioxsalen, 674 (My) 

Kaidbey KH, Kligman AM: Pigmentation in 
comedones, 60 (Ja) 

Khan AA see Maibach HI 

Khurana RG see Epstein WL 

Kihiczak G see Stern WK 

Kikuchi |, Horikawa S: Perilymphatic atrophy 
of the skin, 558 (Ap) 

Kirkham DR see Wallace RM 

Kitzmiller KW see Goldman L 

Klein A, Burns L, Leyden JJ: Rectal mucosa in- 
volvement in keratosis follicularis, 560 (Ap) 

Klein AW see Scott RW 

Kligman AM: Reply to Drs. Lloyd and Stocker 
(letter) 411 (Mr) 

Kligman AM see Kaidbey KH 

Knox JM see Jarratt MT; Owens DW 

Koblenzer PJ see Padhye AA 

Koch K see Ackerman AB 

Kopf AW see Price NM 

Krishnamurthy J: Viral sycosis (letter) 578 
(Ap) 

Kurban AK see Zaynoun ST 

Kwittken J: Muciparous epidermal tumor, 554 
(Ap) 


L 


Lachman AB see Romaine RA 

Lack Dr see Esterly NB 

Lever WF see Orfanos CE 

Leyden JJ see Berger BJ; Klein A; Scott RW 

Lloyd KM: Topical steroid antibiotic combina- 
tions (letter) 410 (Mr) 

Lochner JC, Pomeranz JR: Lichenoid secondary 
syphilis, 81 (Ja) 

Lockshin NA see Petrozzi JW 

Lorincz AL see Banuchi SR 

Lynfield Y, Grisewood EN: Grenz ray shielding 
(letter) 914 (Je) 

Lynfield YL, Singh S: Paired hairs (letter) 912 
(Je) 

Lyss RS see Fisher DA 


Maciejowski E see Chorzelski TP 

Maibach HI: Mellanby's “‘scabies” (letter) 409 
(Mr) 

Maibach HI, Epstein J, Sams M: Photosensitive 
lichenoid eruption associated with demeclo- 
cycline (letter) 97 (Ja) 

Maibach HI, Khan AA, Akers W: Use of insect 
repellents for maximum efficacy, 32 (Ja) 

Maibach HI see Conant M; Feldmann RJ 

Marién K see Polano MK 

Marx AF see Engel DJC 

Mauceri AA, Cullen SI, Vandevelde AG, John- 
son JE Ill: Flucytosine, 873 (Je) 


May S: Herpes progenitalis with left-side neu- 
ropathy, 587 (Ap) 

Medenica M: Oral acantholytic bullae, 751 
(My) 

Mehregan AH see Coskey RJ; Rahbari H 

Melnick JL see Jarratt MT 

Michaélsson G, Pettersson L, Juhlin L: Pur- 
pura caused by food and drug additives, 49 
(Ja) 

Michaelson JD, Schmidt JD, Dresden MH, 
Duncan WC: Vitamin E treatment of epider- 
molysis bullosa, 67 (Ja) 

Mihan R see Ayers S Jr 

Miller RM, Coger RW, Dymond AM: Biofeed- 
back skin conductance conditioning in dyshi- 
drotic eczema (letter) 737 (My) 

Minars N: Congenital temporal alopecia, 395 
(Mr) 

Mitchell JC: Contact sensitivity to costusroot 
oil, an ingredient of some perfumes (letter) 
572 (Ap) 

Miura Y see Ohkawara A 

Móhlenbeck FW: Pilomatrixoma (letter) 736 
(My) 

Moncada B: Dermatitis herpetiformis, 723 
(My) 

Morgan J see Banuchi SR 

Moss HV: Allergic contact dermatitis due to 
Halotex Solution (letter) 572 (Ap) 

Muller SA see Rogers RS III 

Murgatroyd LB see Tring FC 

Murphy EL see Field H 

Musgrave JW see Owen LG 


Nall ML see Farber EM 

Nathan MPR, Pinsker R, Chase PH, Elguezabel 
A: Sarcoidosis presenting as lymphedema, 543 
(Ap) 

Newell GB, Stone OJ: Irritant contact stoma- 
titis in chronic renal failure, 53 (Ja) 

Nir MA, Pick AL, Schreibman S, Feuerman EJ, 
Tikva P: Mixed IgG-IgM cryoglobulinemia 
with follieular pustular purpura, 539 (Ap) 

Noid HE, Schulze TW, Winkelmann RK: Diet 
plan for patients with salicylate-induced ur- 
ticaria, 866 (Je) 

North American Contact Dermatitis Group: 
Epidemiology of contact dermatitis in North 
America: 1972, 108:537 (Oc); correction, 
108 (Ja) 


o 


Ofuji S see Uehara M 

Ohkawara A, Miura Y, Ishikawa J: Papillon- 
Lefévre syndrome, 726 (My) 

Orfanos CE, Schaumburg-Lever G, Lever WF: 
Dermal and epidermal types of erythema 
multiforme, 682 (My) 

Osborn FH Jr, Strauss JS: Dermatology Foun- 
dation, 831 (Je) 

Owen LG, Fliegelman MT, Jetton RL, Mus- 
grave JW: Seasonal variation of basal cell 
epitheliomas in Kentucky, 205 (Fe) 

Owen LG see Daniels DG; Hodge SJ 

Owens DW, Garcia E, Pierce RR, Castrow FF 
Il: Klippel-Trenaunay-Weber syndrome (let- 
ter) 573 (Ap) 

Owens DW, Knox JM, Hudson HT, Troll D: 
Influence of wind on ultraviolet injury, 200 
(Fe) 


P 


Padhye AA, Blank F, Koblenzer PJ, Spatz S, 
Ajello L: Microsporum persicolor infection in 
US, 108:561 (Oc); correction, 276 (Fe) 

Panet-Raymond G see Van Scott EJ 

Pardo V see Ackerman AB 

Partsch H: Klippel-Trenaunay-Weber syndrome 
(letter) 573 (Ap) 

Pathak MA see Task Force on Photobiology of 
National Program for Dermatology 

Pearson RW, Potter B, Strauss F: Epidermolysis 
bullosa hereditaria letalis, 349 (Mr) 

Pedro SD, Garcia RL: Disseminate elastosis 
perforans serpiginosa, 84 (Ja) 

Penneys NS: What is meant by “bimonthly’’? 
(letter), 262 (Fe) 


Author Index 


Penneys NS, Ackerman AB, Gottlieb NL: Gold 
dermatitis, 372 (Mr); correction, 848 (Je) 
Petrozzi JW, Lockshin NA, Berger BJ: Malig- 
nant syphilis, 387 (Mr) 

Pettersson L see Michaélsson G 

Phanuphak P see Kahn G 

Pick AL see Nir MA 

Pierce RR see Owens DW 

Pinsker R see Nathan MPR 

Pochi PE: Acne in premature ovarian failure, 
556 (Ap) 

Polano MK, Marién K: Intertriginous xan- 
thomas (letter) 99 (Ja) 

Pomeranz JR see Lochner JC 

Potter B see Pearson RW 

Poulsen BJ, Burdick K, Bessler S: Paired com- 
parison vasoconstrictor assays, 367 (Mr) 

Price NM, Kopf AW: Metastases to skin from 
occult malignant neoplasms, 547 (Ap) 

Prystowsky SD see Gilliam JN 


Ragucci BD: Cryosurgery treatment of car- 
cinoma (letter) 735 (My) 

Rahbari H, Cordero AA, Mehregan AH: Linear 
porokeratosis, 526 (Ap) 

Ramsay DR see Baer RL 

Reaves CE: Disappearance of skin lesions after 
cholecystectomy (letter) 738 (My) 

Rebell G see Battistini F 

Reed WB, Sugarman Gl: Unilateral nevus of 
Ota with sensorineural deafness, 881 (Je) 

Rees RB: Methotrexate dosage schedule (letter) 
407 (Mr) 

Reid LH, Weston WL, Humbert JR: Staphylo- 
coccal scalded skin syndrome, 239 (Fe) 

Reinhardt JH see Jones HE 

Reiss F, Fisher AA: Is hair dyed with para- 
phenylenediamine allergenic? 221 (Fe) 

Rekker RF see Engel DJC 

Rinaldi MG see Jones HE 

Roenigk HH Jr: Methotrexate dosage schedule 
(letter) 407 (Mr) 

Roenigk HH Jr, Deodhar S, St. Jacques R, 
Burdick K: Immunotherapy of malignant 
melanoma with vaccinia virus, 668 (My) 

Roenigk HH Jr, Handel D: Gold vasculitis, 253 
(Fe) 

Rogers RS III, Muller SA: Treatment of actino- 
mycetoma with dapsone, 529 (Ap) 

Rogers RS Ill, Sams WM Jr, Shorter RG: 
Lymphocytotoxicity in recurrent aphthous 
stomatitis, 361 (Mr) 

Romaine RA, Lachman AB: Acrodermatitis 
enteropathica-like clinical findings in two 
children (letter) 95 (Ja) 

Rosai J, Akerman LR: Intravenous atypical 
vascular proliferation, 714 (My) 

Ross JB, Garatsos S: Absence of chloroquine- 
fio ototoxicity in a fetus (letter) 573 

Ap) 
Rubin DF see Shellow WVR 
Rudolph RI see Berger BJ 


S 


St. Jacques R see Roenigk HH Jr 

Sams M see Maibach HI 

Sams WM Jr: Cicatricial pemphigoid (letter) 
263 (Fe) 

Sams WM Jr: Tribute to an editor, 663 (My) 

Sams WM Jr see Rogers RS Ill 
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Schaumburg-Lever G see Orfanos CE 

Schiff BL, Hughes D: Palmoplantar keratosis 
acuminata with facial sebaceous hyperplasia, 
86 (Ja) 

Schmidt JD see Michaelson JD 

Scholnick P: Nomenclature of erythropoietic 
protoporphyria (letter) 575 (Ap) 

Schreibman S see Nir MA 

Schrodt GR see Daniels DG 

Schulze TW see Noid HE 

Schwartz WF: Aquarium granuloma, 586 (Ap) 

Scott RW, Klein AW, Leyden JJ: Acanthosis 
nigricans associated with benign encepha- 
lopathy, 78 (Ja) 

Sehgal VN: Trioxsalen therapy for vitiligo 
(letter) 578 (Ap) 

Semion A: Lupus vulgaris, with evidence of 
healed scrofula, 919 (Je) 

Shapiro L see Brownstein MH 

Shasky DR: Case for diagnosis: mycosis fun- 
goides, 585 (Ap) 

Shasky DR: Possible sporotrichosis, 749 (My) 

Shelley WB: Triangular hair patch as sign of 
alopecia areata (letter) 102 (Ja) 

Shelley WB see Shore RN 

Shellow WVR, Rubin DF: Pemphigus erythe- 
matosus, 919 (Je) 

Shore RN: Hemagglutination tests and related 
advances in serodiagnosis of syphilis, 854 
(Je) 

Shore RN, Berger BJ: Earring dermatitis spar- 
ing the ears (letter) 95 (Ja) 

Shore RN, Shelley WB: Contact dermatitis 
from stearyl alcohol and propylene glycol 
in fluocinonide cream, 397 (Mr) 

Shore RN, Shelley WB: Treatment of aphthous 
stomatitis by suppression of intralesional 
streptococci, 400 (Mr) 

Shorter RG see Rogers RS III 

Sidell CM, Stirling NC: Basal cell nevus syn- 
drome, 417 (Mr) 

Sierra R see Battistini F 

Silverman S Jr see Griffith MR 

Singh G, Ansari Z, Dwivedi RN: Vitiligo in 
ancient Indian medicine (letter) 913 (Je) 

Singh S see Lynfield YL 

Slevin R see Brownstein MH 

Smith JD, Chernosky ME: Apocrine hidrocys- 
toma (cystadenoma), 700 (My) 

Smith R see Cohen LK 

Soltani K see Yeh H-P 

Sosis AC see Van Scott EJ 

Spatz S see Padhye AA 

Stegman SJ: Pustular dermatosis on with- 
drawal of topically applied steroids (letter) 
100 (Ja) 

Stern WK, Kihiczak G: Photobiology of psoria- 
sis, 502 (Ap) 

Stevanovic DV: Atrophie blanche, 858 (Je) 

Stirling NC see Sidell CM 

Stocker WW: Further comment on combina- 
tions (letter) 410 (Mr) 

Stone OJ see Newell GB 

Storkan M: Telangiectasia macularis eruptiva 
perstans, 919 (Je) 

Strauss F see Pearson RW 

Strauss JS see Osborn FH Jr 

Sugarman GI see Reed WB 


T 


Tagami H, Imamura S: Benign mucous mem- 
brane pemphigoid, 711 (My) 





Task Force on Photobiology of National; . 
gram for Dermatology: Report on ultraviolet 
light sources, 833 (Je) e 

Tate WE see Callaway JL 

Thambiah AS see Yesudian P 

Tikva P see Nir MA UK 

Tring FC, Murgatroyd LB: Surface microtopo 
raphy of normal human skin, 223 (Fe) . 

Troll D see Owens DW ‘a 

Tuffanelli D see Griffith MR x 


* 


U 








Uehara M, Ofuji S: Morphogenesis of pustulosis 
palmaris et plantaris, 518 (Ap) 
University of Michigan: Lupus erythemato 
profundus, 583 (Ap) 
University of Michigan: Telangiectasia m 
- laris eruptiva perstans, 584 (Ap) 
Urbach F see Task Force on Photobiology of 
National Program for Dermatology 


v 


Vandevelde AG see Mauceri AA 

Van Scott EJ, Sosis AC, Panet-Raymond G: 
Nodulocystic acne in patient with XYY 
chromosome complement, 270 (Fe) 

Van Scott EJ see Flaxman BA 

van Wijk L see Engel DJC 

Varadi DP: Pruritus induced by crude bile and 
purified bile acids, 678 (My) 

Voss JG: Acne vulgaris and free fatty acids, 
894 (Je) 

Vuocolo MM see Field H 


w 


Wallace RM, Brennan HG, Kirkham DR: Use 
of hair plugs from skin excised during face- 
lifting (letter) 96 (Ja) 

Watanabe, Satoru; Watanabe, Susumu: In- 
fantile syphilis accompanied by anticomple- 
mentary effect of cryoglobulin, 889 (Je) 

Watanabe, Susumu see Watanabe, Satoru 

Watson JB: Cylindroma, 417 (Mr) 

Watson W see Farber EM 

Wayne State University: Pyoderma gangreno- 
sum, 269 (Fe) 

Weary PE: The National Program for Derma- 
tology, 499 (Ap) 

Weinberg DL: Proposal for Board requirement 
change (letter) 738 (My) 

Weston WL see Reid LH 

Wilson AP: Juvenile fibromatosis, 269 (Fe) 

Winkelmann RK see Castro C; Noid HE 

Woscoff A see Casas JG 

Wuite J see de Groot WP 


Y 


Yeh H-P, Soltani K: Ultrastructural studies in 
human orf, 390 (Mr) 

Yesudian P, Thambiah AS: Amphotericin B 
therapy in dermal leishmanoid, 720 (My) 

Yoshino Y see Hirano K 


Z 


Zaias N see Battistini F 

Zawahry ME: Idiopathic pigmentation of upper 
back (letter) 101 (Ja) 

Zaynoun ST, Juljulian HH, Kurban AK: Pyo- 
genic granuloma with multiple satellites, 
689 (My) 


/ Author Index 933 e 





v The following Index is an al 


f A 


. rd 

Į: AAD-NPD REPORT 

* new feature: for and about dermatology, 90% 

" (Je) 

Abrformalities, Drug-Induced 

absence of chloroquine-induced ototoxicity in a 
fetus (letter) [Ross] 573 (Ap) 

omment on vaccination during pregnancy (let- 

ter) [Freeman], (reply) [Carney] 97 (Ja) 

ormalities, Multiple 

multiple hamartoma syndrome (Cowden dis- 
ease) [Gentry] 521 (Ap) 

Acantholysis 

combined epidermolytic hyperkeratosis and 
focal acantholytic dyskeratosis [Ackerman] 
385 (Mr) 

pemphigus vs acantholytic herpetiform derma- 
titis (letter) [Holubar] 408 (Mr) 

transient acantholytic dermatosis 
[Berger] 913 (Je) 

Acanthosis Nigricans 

acanthosis nigricans following diethylstilbestrol 
therapy [Banuchi] 545 (Ap) 

associated with benign encephalopathy [Scott] 
78 (Ja ) 

Acid Phosphatase 

spiradenoma, histochemical] and electron micro- 
scopic study [Castro] 40 (Ja) 

Acne see also Chloracne 

and Ovral (letter) [Gibbs] 912 (Je) 

human model of coal tar acne [Kaidbey] 212 
(Fe) 

in premature ovarian failure [Pochi] 556 (Ap) 

isoniazid-induced acne and pellagra [Cohen] 377 
(Mr) 

nodulocystic acne in patient with XYY chromo- 
some complement [Van Scott] 270 (Fe) 

vulgaris and free fatty acids [Voss] 894 (Je) 

Acrodermatitis 

enteropathica-like clinical findings in two chil- 
dren (letter) [Romaine] 96 (Ja) 

Actinomyces asteroides see Norcardia aster- 
oides 

Actinomycin D see Dactinomycin 

Actinotherapy see Ultraviolet Therapy 

Adenoma 

spiradenoma, histochemical and electron micro- 
scopic study [Castro] 40 (Ja) 

Adrenal Cortex Hormones 

paired comparison vasoconstrictor assays [Poul- 
sen] 867 (Mr) 

pustular dermatosis on withdrawal of topically 
applied steroids (letter) [Stegman] 100 (Ja) 

topically active corticosteroids, quantitative 
evaluation of McKenzie’s skin-blanching test 
[Engel] 863 (Je) 

Air Movements 

influence of wind on ultraviolet injury [Owens] 
200 (Fe) 

Alcoholic Beverages 

toxic epidermal necrolysis caused by “gin and 
tonic” (letter) [Callaway] 909 (Je) 

Alcohols 

contact dermatitis from stearyl alcohol and 
propylene glycol in fluocinonide cream [Shore] 
397 (Mr) 

Aldehydes see Glutaraldehyde 

Allergens 

is hair dyed with para-phenylenediamine aller- 
genic? [Reiss] 221 (Fe) 

Allergy see Hypersensitivity 

Alopecia 

congenital temporal alopecia 
(Mr) 

use of hair plugs from skin excised during face- 
lifting (letter) [Wallace] 96 (Ja) 

Alopecia Areata 

triangular hair patch as sign of alopecia areata 
(letter) [Shelley] 102 (Ja) 

American Academy of Dermatology see AAD- 
NPD Report 
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American Medical Association 

annual convention, program, Section of Derma- 
tology, 592 (Ap) 

Amphotericin B 

therapy in dermal leishmanoid [Yesudian] 720 
(My) 

Angiomatosis 

Klippel-Trenaunay-Weber syndrome 
[Partsch], (reply) [Owens] 573 (Ap) 

Antibiotics 

topical steroid antibiotic combination (letter) 
[Lloyd], (further comment) [Stocker], (re- 
ply) [Kligman] 410 (Mr) 

Antibodies 

antiepithelial antibodies, possible clue to ma- 
lignant neoplasms (letter) [Ablin] 911, (re- 
ply) [Bystryn] 912 (Je) 

benign mucous membrane pemphigoid, demon- 
stration of circulating and tissue-bound mem- 
brane antibodies [Tagami] 711 (My) 

pemphigus-like antibodies in cicatricial pem- 
phigoid [Cram] 235 (Fe) 

Antifibrinolytic Agents 

fibrinolytic therapy for vasculitis of atrophie 
blanche [Gilliam] 664 (My) 

Antifungal Agents 

clinical antifungal activity of thiabendazole 
[Battistini] 695 (My) 

Anti-Inflammatory Agents see Gold 

Antioxidants 

propyl gallate-contact sensitization and orally- 
induced tolerance [Kahn] 506 (Ap) 

Antitubercular Agents 

Mycobacterium marinum 
[Fisher] 571 (Ap) 

Aphthae see Stomatitis, Aphthous 

Apocrine Glands see Sweat Glands 

Archives of Dermatology 

new feature: AAD-NPD Report, for and about 
dermatology, 903 (Je) 

tribute to an editor [Sams] 663 (My) 

Arteriovenous Fistula 

Klippel-Trenaunay-Weber syndrome ( letter) 
[Partsch], (reply) [Owens] 573 (Ap) 

Arthritis, Rheumatoid 

gold dermatitis [Penneys] 372 (Mr); correc- 
tion, 848 (Je) 

Atrophie Blanche see Livedo Recticularis 


(letter) 


infection (letter) 


Atrophy 

perilymphatic atrophy of skin, side effect of 
topical corticosteroid injection therapy 
[Kikuchi] 558 (Ap) 

Autoantibodies 


IgG and complement-fixing pseudointercellular 
antibodies after thermal injury [Ablin] 887 
(Je) 

Autoimmune Diseases 

Stevens-Johnson syndrome, ?autoimmune pro- 
gesterone dermatitis [Domonkos] 587 (Ap) 

Axilla 

accessory axillary breast tissue [Greer] 88 (Ja) 

Ayurvedic Medicine see Medicine, Hindu 

Azo Compounds 

purpura caused by food and drug additives 
[Michaélsson] 49 (Ja) 


Bacterial Infections 

nitroblue tetrazolium test in dermatologic pa- 
tients [Czarnetzki] 36 (Ja) 

Baldness see Alopecia 

Basement Membrane 

epidermolysis bullosa hereditaria letalis [Pear- 
son] 349 (Mr) 

immunofluorescent studies in mucous membrane 
pemphigoid [Griffith] 195 (Fe) 

Behcet Syndrome 

Iymphocytotoxicity in recurrent aphthous stoma- 
titis [Rogers] 361 (Mr) 

Benzoates 

purpura caused by food and drug additives 
[Michaélsson] 49 (Ja) 

Besnier-Boeck Disease see Sarcoidosis 


phabetical list of significant subjects presented in this volume. 
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Bile 

pruritus induced by crude bile and purified bile 
acids [Varadi] 678 (My) 

Bile Acids and Salts 

pruritus induced by crude bile and purified bile 
acids [Varadi] 678 (My) 

Blackheads see Comedones 

Bladder, Neurogenic 

herpes zoster with neurogenic bladder dysfunc- 
tion [Izumi] 692 (My) 

Blister 

coexistence of pemphigus and bullous pemphi- 
goid [Chorzelski] 849 (Je) 

mixed IgG-IgM cryoglobulinemia with follicular 
pustular purpura [Nir] 539 (Ap) 

pustular dermatosis on withdrawal of topically 
applied steroids (letter) [Stegman] 100 (Ja) 

subcorneal pustular dermatosis controlled by 
vitamin E (letter) [Ayres] 914 (Je) 

subcorneal pustular dermatosis in 
[Johnson] 73 (Ja) 

Blood Vessels see Vascular Diseases 

Bloom Syndrome 

[Conant] 416 (Mr) 

Boeck Sarcoid see Sarcoidosis 

BOOK REVIEWS 

Hall-Smith P, Cairns RJ, Beare RLB: Derma- 
tology, ed 2, 113 (Ja) 

Montagna W, Pasztor L, Quevedo W, Porter 
PS, eds: Journal of Investigative Dermatol- 
ogy, Special Issue on Cutaneous Genetics, 113 
(Ja) 

van der Meer JB: Dermatitis Herpetiformis: 
Specific (Immunopathological?) Entity, 113 
(Ja) 

Wodniansky P: Haut- und Geschlechtskrank- 
heiten: Methodische Diagnose und Therapie 
fiir Studium und Praxis, 422 (Mr) 

Brain Diseases 

acanthosis nigricans associated with benign 
encephalopathy [Scott] 78 (Ja) 

Breast 

accessory axillary breast tissue [Greer] 88 (J a) 

Bulla see Blister 

Burns 

IgG and complement-fixing pseudointercellular 
antibodies after thermal injury [Ablin] 887 
(Je) 

Butylated Hydroxytoluene 

as a skin lightener [Bentley-Phillips] 216 (Fe) 


Cc 


children 


Canker Sore see Stomatitis, Aphthous 

Carcinoma 

chronic persistent dental sinus tract with 
chronic ulcerations (top of chin) and cutane- 
ous carcinoma [Field] 585 (Ap) 

Carcinoma, Basal Cell 

cryosurgery treatment of carcinoma (letter) 
[Ragucci] 735 (My) 

pigmented basal cell carcinomas (letter) [Bart] 
261 (Fe) 

seasonal variation of basal cell epitheliomas in 
Kentucky [Owen] 205 (Fe) 

Cell Membrane 

epidermolysis bullosa hereditaria letalis [Pear- 
son] 349 (Mr) 

Cephalexin 

treatment of aphthous stomatitis by suppression 
of intralesional streptococci [Shore] 400 (Mr) 

Chicago Dermatological Society 

May 16, 1973, transactions, 749 (My) 

Chilblains see Frostbite 

Chloracne 

induced by 2,6-dichlorobenzonitrile [Deeken] 245 
(Fe) 

Chlordiazepoxide 

fixed drug eruption from chlordiazepoxide (let- 
ter) [Blair] 914 (Je) 

Chlorobenzenes 

2,4-dinitrochlorobenzene therapy for plantar 
warts (letter) [Greenberg] 910 (Je) 


Subject Index 
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Chloroquine 

absence of chloroquine-induced ototoxicity in a 
fetus (letter) [Ross] 573 (Ap) 

latent porphyria cutanea tarda, retreatment 
with chloroquine [Anderson] 585 (Ap) 

Cholecystectomy 

disappearance of skin lesions after cholecys- 
tectomy (letter) [Reaves] 738 (My) 

Chordoma 

chordoma-like subcutaneous nodules in an in- 
fant [Ackerman] 247 (Fe) 

Choriocarcinoma 

metastatic to skin [Cosnow] 551 (Ap) 

Chromomycosis 

flucytosine, effective oral treatment for chromo- 
mycosis [Mauceri] 873 (Je) 

Chromosome Abnormalities 

nodulocystic acne in patient with XYY chromo- 
some complement [Van Scott] 270 (Fe) 

Cicatrix 

cicatricial pemphigoid (letter) [Sams] 263, (re- 
ply) [Dantzig] 264 (Fe) 

pemphigus-like antibodies in cicatricial pemphi- 
goid [Cram] 235 (Fe) 

Citrates 

irritant contact stomatitis in chronic renal fail- 
ure [Newell] 53 (Ja) 

Coal Tar 

human model of coal tar acne [Kaidbey] 212 
(Fe) 

Cold see Cryogenic Surgery 

Collagen 

reactive perforating collagenosis [Fretzin] 750 
(My) 

Collagenase 

vitamin E treatment of epidermolysis bullosa, 
changes in tissue collagenase levels [Michael- 
son] 67 (Ja) 

Comedones 

acne vulgaris and free fatty acids [Voss] 894 
(Je) 

human model of coal tar acne [Kaidbey] 212 
(Fe) 

pigmentation in comedones [Kaidbey] 60 (Ja) 

Complement 

IgG and complement fixing pseudointercellular 
antibodies after thermal] injury [Ablin] 887 
(Je) 

immunofluorescent studies in mucous membrane 
pemphigoid [Griffith] 195 (Fe) 

infantile syphilis accompanied by anticomple- 
mentary effect of cryoglobulin [Watanabe] 
889 (Je) 

Conductivity see Electric Conductivity 

Conjunctiva 

pemphigus-like antibodies in cicatricial pemphi- 
goid [Cram] 235 (Fe) 

Contagious Pustular Dermatitis see Ecthyma, 
Contagious 

Contraceptive Devices, Intrauterine see In- 
trauterine Devices 

Contraceptives, Oral 

acne and Ovral (letter) [Gibbs] 912 (Je) 

Copper 

particles from intrauterine contraceptive de- 
vice (letter) [Brown] 736 (My) 

Cort-Dome see Hydrocortisone 

Cortef see Hydrocortisone 

Cortril see Hydrocortisone 

Cosmegen see Dactinomycin 

Cowden Disease 

multiple hamartoma syndrome (Cowden dis- 
ease) [Gentry] 521 (Ap) 

Cowpox see Vaccinia 

Cresols see Butylated Hydroxytoluene 

Cryogenic Surgery 

cryosurgery treatment of carcinoma (letter) 
[Ragucci] 735 (My) 

Cryoglobulins 

infantile syphilis accompanied by anticomple- 
mentary effect of cryoglobulin [Watanabe] 
889 (Je) 

mixed IgG-IgM cryoglobulinemia with follicular 
pustular purpura [Nir] 539 (Ap) 

Cryotherapy see Cryogenic Surgery 

Cylindroma 

[Watson] 417 (Mr) 

Cystadenoma see Hidrocystoma 
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Cysts see also Epidermal Cyst 

transillumination for diagnosis of mucinous 
pseudocyst of the finger (letter) [Goldman] 
576 (Ap) 

Cytoplasmic Granules 

ultraviolet light and cytoplasmic tubules in 
lupus erythematosus [Berk] 364 (Mr) 


D 


Dactinomycin 

metastases to skin from occult malignant neo- 
plasms [Price] 547 (Ap) 

Dapsone 

treatment of actinomycetoma with dapsone 
[Rogers] 529 (Ap) 

Darier Disease see Keratosis Follicularis 

DBI see Phenformin 

Deafness 

unilateral nevus of Ota with sensorineural deaf- 
ness [Reed] 881 (Je) 


Demeclocycline 

photosensitive lichenoid eruption associated 
with demeclocycline (letter) [Maibach] 97 
(Ja) 


Dermatitis, Contact 

allergic contact dermatitis due to Halotex Solu- 
tion (letter) [Moss] 572 (Ap) 

allergic contact dermatitis due to neutral] red 
(letter) [Conant] 735 (My) 

contact dermatitis from stearyl alcohol and 
propylene glycol in  fluocinonide cream, 
[Shore] 397 (Mr) 

contact sensitivity to costusroot oil, an ingredi- 
ent of some perfumes (letter) [Mitchell] 572 
(Ap) 

earring dermatitis sparing the ears (letter) 
[Shore] 95 (Ja) 

flare dermatitis, occurrence in skin transplant 
donor site following sensitization in recipient 
site [Jordan] 884 (Je) 

gold vasculitis [Roenigk] 253 (Fe) 

propyl gallate-contact sensitization and orally- 
induced tolerance [Kahn] 506 (Ap) 

severe contact dermatitis from poinsettia (let- 
ter) [D'Arcy] 909 (Je) 

Dermatitis, Contagious Pustular see Ecthyma, 
Contagious 

Dermatitis Exfoliativa 

cutaneous manifestations in idiopathic hypo- 
parathyroidism [Hirano] 242 (Fe) 

Dermatitis Herpetiformis 

in association with systemic lupus erythemato- 
sus [Moncada] 723 (My) 

pemphigus vs acantholytic herpetiform derma- 
titis (letter) [Holubar] 408 (Mr) 

Dermatitis Medicamentosa 

contact dermatitis from stearyl alcohol and 
propylene glycol in fluocinonide cream [Shore] 
397 (Mr) 

fixed drug eruption from chlordiazepoxide (let- 
ter) [Blair] 914 (Je) 

gold dermatitis [Penneys] 372 (Mr); correc- 
tion, 848 (Je) 

purpura caused by food and drug additives 
[Michaélsson] 49 (Ja) 

Dermatitis Venenata see Dermatitis, Contact 

Dermatology 

National Program for Dermatology [Weary] 
499 (Ap) 

proposal for Board requirement change (letter) 
[Weinberg] 738 (My) 

Dermatology Foundation 

[Osborn] 831 (Je) 

Dermatophytes 

acquired immunity to dermatophytes [Jones] 
840 (Je) 

Dermatophytosis see Tinea 

Dermatoses see Skin Diseases 

Dermis 

dermal and epidermal types of erythema multi- 
forme [Orfanos] 682 (My) 

Desensitization 

poison oak hyposensitization [Epstein] 356 
(Mr) 

Dialysis, Extracorporeal see Hemodialysis 

Dialysis, Ileal Loop see Hemodialysis 

Diaminodiphenylsulfone see Dapsone 

Diaphragmatic Hernia 

esophageal involvement in familia] benign 
chronic pemphigus [Kahn] 718 (My) 


Diathesis 
pseudofolliculitis diathesis [Alexander] 729 » 
(My) 


2,6-Dichlorobenzonitrile 

chloracne induced by 2,6-dichlorobenzonit?¥e | 
[Deeken] 245 (Fe) ~J 

Diet tt: 

plan for patients with salicylate-induced urti-, 
caria [Noid] 866 (Je) 


Diethylstilbestrol . 
acanthosis nigricans following diethylstilbestro? 

therapy [Banuchi] 545 (Ap) * 
Diiodohydroxyquin 


acrodermatitis enteropathica-like clinical fin 
ings in two children (letter) [Romaine] 
(Ja) 

2,4-Dinitrochlorobenzene see Chlorobenze 

Diodoquin see Diiodohydroxyquin 

Diseases in Twins 

natural history of psoriasis in 61 twin pairs 
[Farber] 207 (Fe) 

Drug Additives see Pharmaceutic Aids 

Drug Combinations 

topical steroid antibiotic combinations (letter) 
[Lloyd], (further comment) [Stocker], (re- 
ply) [Kligman] 410 (Mr) 

Drug Eruptions see Dermatitis Medicamentosa 

Drug Therapy 

what is meant by “bimonthly?” (letter) [Alex- 
ander], (reply) [Penneys] 262 (Fe) 

Duhring Disease see Dermatitis Herpetiformis 

Dwarfism 

Bloom syndrome [Conant] 416 (Mr) 

Dyes 

allergic contact dermatitis due to neutral red 
(letter) [Conant] 735 (My) 

dye-photoinactivation and herpes simplex (let- 
ter) [Jarratt] 570 (Ap) 

is hair dyed with para-phenylenediamine aller- 
genic? [Reiss] 221 (Fe) 

Dyskeratosis see Keratosis 


Ear 
earring dermatitis sparing the ears (letter) 
[Shore] 95 (Ja) 
Ecthyma, Contagious 
ultrastructural studies in human orf [Yeh] 390 
(Mr) 
Eczema 
biofeedback skin conductance conditioning in 
dyshidrotic eczema (letter) [Miller] 737 (My) 
Edema see Lymphedema 
Education see Research Support 
Elastic Tissue 
disseminate  elastosis 
[Pedro] 84 (Ja) 
Electric Conductivity 
biofeedback skin conductance conditioning in 
dyshidrotic eczema (letter) [Miller] 737 (My) 
Electron Microscopy see Microscopy, Electron 
Elephantiasis see Lymphedema 
Encephalopathy see Brain Diseases 
Endothelium 
ultrastructural study of case of angiolymphoid 
"sigas ee with eosinophilia [Daniels] 870 
e 
Eosinophilia 
angiolymphoid hyperplasia with eosinophilia 
[Schwartz] 107 (Ja) 
ultrastructural study of case of angiolymphoid 
ro xc with eosinophilia [Daniels] 870 
e 
Epidermal Cyst 
epidermal inclusion cyst (letter) [Ackerman], 
(reply) [Hodge] 736 (My) 
epidermal inclusion cyst of the sole [Greer] 
251 (Fe) 
Epidermal Necrolysis, Toxic 
caused by “gin and tonic" (letter) [Callaway] 
909 (Je) 
staphylococcal scalded skin syndrome, adult on- 
set in patient with deficient cell-mediated im- 
munity [Reid] 239 (Fe) 
Epidermal Tumor 
vy ES epidermal tumor [Kwittken] 554 
p) 
Epidermis 
dermal and epidermal types of erythema multi- 
forme [Orfanos] 682 (My) 


perforans  serpiginosa 
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Epldermolysis 

‘combined  epidermolytic hyperkeratosis and 

. » focal acantholytic dyskeratosis [Ackerman] 
(Mr) 

Epidermolysis Bullosa 

pidermolysis bullosa hereditaria letalis, [Pear- 


n] 349 (Mr) 
$ localized epidermolysis bullosa, report of two 
+ cases and evaluation of therapy with gluta- 


e * raldehyde [DesGroseilliers] 70 (Ja) 
m», treatment of dermolytic bullous dermatosis 
(letter) [Ayres] 99 (Ja) 

vitamin E treatment of epidermolysis bullosa, 

hanges in tissue collagenase levels [Michael- 







ithelial antibodies, possible clue to malig: 
nant neoplasms (letter) [Ablin] 911, (reply) 
[Bystryn] 912 (Je) 

lymphocytotoxicity in recurrent aphthous stoma- 
titis [Rogers] 361 (Mr) 

Sézary-like cells in cultures of normal human 
skin (letter) [Flaxman] 577 (Ap) 

spongiotic simulants of mycosis fungoides 
[Ackerman] 218 (Fe); correction, 848 (Je) 

Epithelioma, Basal Cell see Carcinoma, Basal 
Cell 

ERRATA 

Book Review: Solomons B: Lecture Notes on 
Dermatology, 108:862 (De); correction, 848 
(Je) 

epidemiology of contact dermatitis in North 
America [North American Contact Derma- 
titis Group] 108:537. (Oc); correction, 108 
(Ja) 

gold dermatitis [Penneys] 372 (Mr); correc- 
tion, 848 (Je) 

Microsporum persicolor infection in US [Pad- 
hye] 108:561 (Oc); correction, 276 (Fe) 

spongiotic simulants of mycosis fungoides [Ack- 
erman] 218 (Fe); correction, 848 (Je) 

Erythema 

Bloom syndrome [Conant] 416 (Mr) 

Erythema Multiforme 

dermal and epidermal types of erythema multi- 
forme [Orfanos] 682 (My) 

Erythroplasia 

of Queyrat (letter) [Goette] 576 (Ap) 

Erythropoiesis 

nomenclature of erythropoietic protoporphyria 
(letter) [Johnson] 574, (reply) [Scholnick] 
575 (Ap), (letter) [Johnson] 737 (My) 

Esophagus 

esophageal involvement in familial 
chronic pemphigus [Kahn] 718 (My) 

Ethylestrenol 

fibrinolytic therapy for vasculitis of atrophie 
blanche [Gilliam] 664 (My) 

Extracorporeal Dialysis see Hemodialysis 


benign 


Eyelids 

basal cell nevus syndrome [Sidell] 417 (Mr) 
F 

Face 


facial involvement with hidradenitis suppura- 
tiva (letter) [Greer] 408 (Mr) 
malignant syphilis [Petrozzi] 387 (Mr) 
palmoplantar keratosis acuminata with facia] 
sebaceous hyperplasia [Schiff] 86 (Ja) 
. viral sycosis (letter) [Krishnamurthy] 578 
d (Ap) 
Face-Lifting see Surgery, Plastic 
. Fatty Acids 
. acne vulgaris and free fatty acids [Voss] 894 
(Je) 
Feedback 
. biofeedback skin conductance conditioning in 
dyshidrotic eczema (letter) [Miller] 737 (My) 
Fetus 
absence of chloroquine-induced ototoxicity in a 
fetus (letter) [Ross] 573 (Ap) 
Fibrinolysis see Antifibrinolytic Agents 
Fibromatosis 
juvenile fibromatosis [Wilson] 269 (Fe) 
Fingers 
transillumination for diagnosis of mucinous 
pseudocyst of the finger (letter) [Goldman] 
576 (Ap) 
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Fishes , 

aquarium granuloma (Mycobacterium balnei) 
[Schwartz] 586 (Ap) 

Fistula 

of the dorsum of the nose [Brownstein] 227 
(Fe), (letter) [Brownstein] 914 (Je) 

Flucinonide 

contact dermatitis from stearyl alcohol and 
propylene glycol in fluocinonide cream [Shore] 
397 (Mr) 

Flucytosine 

effective oral treatment for chromomycosis 
[Mauceri] 873 (Je) 

Fluorescent Antibody Technic 

coexistence of pemphigus and bullous pemphi- 
goid [Chorzelski] 849 (Je) 

immunofluorescent studies in mucous membrane 
pemphigoid [Griffith] 195 (Fe) 

Fluorouracil 

erythroplasia of Queyrat (letter) [Goette] 576 
(Ap) 

unsuccessful fluorouracil treatment of psoriasis 
(letter) [Auerbach] 102 (Ja) 

Folliculitis 

pseudofolliculitis 
(My) 

Food Additives 

purpura caused by food and drug additives 
[Michaélsson] 49 (Ja) 

Food Hypersensitivity 

purpura caused by food and drug additives 
[Michaélsson] 49 (Ja) 

Foot 

epidermal inclusion cyst of the sole [Greer] 
251 (Fe) 

linear porokeratosis [Rahbari] 526 (Ap) 

morphogenesis of pustulosis palmaris et plan- 
taris [Uehara] 518 (Ap) 

palmoplantar keratosis acuminata with facial 
sebaceous hyperplasia [Schiff] 86 (Ja) 

Foot Dermatoses 

Papillon-Lefévre 
(My) 

Foreign Bodies 

copper particles from intrauterine contracep- 
tive device (letter) [Brown] 736 (My) 

Freezing see Cryogenic Surgery 

Frostbite 

shoe boot pernio [Coskey] 56 (Ja) 

Fungicides, Therapeutic see Antifungal Agents 

Fungizone see Amphotericin B 


diathesis [Alexander] 729 


syndrome [Ohkawara] 726 


Gallbladder see Cholecystectomy 

Gallic Acid see Propyl Gallate 

Gangrene 

pyoderma gangrenosum [Wayne State Univ.] 
269 (Fe) 

Genetics, Human see also Hereditary Diseases 

linear porokeratosis [Rahbari] 526 (Ap) 

pseudofolliculitis diathesis [Alexander] 729 
(My) 

Glutaraldehyde 

localized epidermolysis bullosa, report of two 
cases and evaluation of therapy with gluta- 
raldehyde [DesGroseilliers] 70 (Ja) 

Glycogen Phosphorylase 

spiradenoma, histochemical and electron micro- 
scopic study [Castro] 40 (Ja) 

Gold 

gold dermatitis [Penneys] 372 (Mr); correc- 
tion, 848 (Je) 

treatment of pemphigus (letter) [Greer] 262 
(Fe) 

vasculitis [Roenigk] 253 (Fe) 

Gonosomes see Sex Chromosomes 

Grants see Research Support 

Granuloma 

aquarium granuloma (Mycobacterium balnei) 
[Schwartz] 586 (Ap) 

Granuloma, Pyogenic 

with multiple satellites [Zaynoun] 689 (My) 

Grenz Ray see Radiotherapy 


H 


Hair 
congenital giant hairy pigmented nevus [Feins] 
920 (Je) 





Hair—Continued 

is hair dyed with para-phenylenediamine aller- 
genic? [Reiss] 221 (Fe) 

mixed IgG-IgM cryoglobulinemia with follicular 
pustular purpura [Nir] 539 (Ap) 

paired hairs (letter) [Lynfield] 912 (Je) 

pilomatrixoma vs pilomatricoma (letter) [Ar- 
nold], (reply) [Méhlenbeck] 736 (My) 

tretinoin therapy for monilethrix (letter) [Her- 
nandez-Pérez] 575 (Ap) 

triangular hair patch as sign of alopecia areata 
(letter) [Shelley] 102 (Ja) 

use of hair plugs from skin excised during face- 
lifting (letter) [Wallace] 96 (Ja) 

Hamartoma 

multiple hamartoma syndrome (Cowden dis- 
ease) [Gentry] 521 (Ap) 

Hand Dermatoses 

linear porokeratosis [Rahbari] 526 (Ap) 

morphogenesis of pustulosis palmaris et plan- 
taris [Uehara] 518 (Ap) 

palmoplantar keratosis acuminata with facia] 
sebaceous hyperplasia [Schiff] 86 (Ja) 

Papillon-Lefévre syndrome [Ohkawara] 1726 
(My) 

pigmented palmar petechiae (black palm) (let- 
ter) [Izumi] 261 (Fe) 

Heel 

calcaneal petechiare (letter) [Casas] 571 (Ap) 

Hemagglutination Tests 

and related advances in serodiagnosis of syph- 
ilis [Shore] 854 (Je) 

Hemangioma 

hemangiolymphangioma [Esterly] 751 (My) 

pyogenic granuloma with multiple satellites 
[Zaynoun] 689 (My) 

Hemodialysis 

pruritus and hemodialysis [Young] 107 (Ja) 

Herbicides 

chloracne induced by 2,6-dichlorobenzonitrile 
[Deeken] 245 (Fe) 

Hereditary Diseases 

congenital temporal alopecia [Minars] 395 (Mr) 

epidermolysis bullosa hereditaria letalis [Pear- 
son] 349 (Mr) 

esophageal involvement in familial 
chronic pemphigus [Kahn] 718 (My) 

multiple hamartoma syndrome (Cowden dis- 
ease) [Gentry] 521 (Ap) 

natural history of psoriasis in 61 twin pairs 
[Farber] 207 (Fe) 

Herpes Simplex 

dye-photoinactivation and herpes simplex (let- 
ter) [Jarratt] 570 (Ap) 

Herpes Zoster 

with neurogenic bladder dysfunction [Izumi] 
692 (My) 

Herpesvirus Infections 

herpes progenitalis with left-side neuropathy 
[May] 587 (Ap) 

Hiatal Hernia see Diaphragmatic Hernia 

Hidradenitis Suppurativa 

facial involvement with hidradenitis suppura- 
tiva (letter) [Greer] 408 (Mr) 

Hidrocystoma 

apocrine hidrocystoma (cystadenoma) [Smith] 
700 (My) 

History of Medicine 


benign 


Mellanby’s ‘“‘scabies’’ (letter) [Maibach] 409 
(Mr) 

Hunter Syndrome see Mucopolysaccharidosis 

Hydrocortisone 


percutaneous penetration of hydrocortisone with 
urea [Feldman] 58 (Ja) 

Hyperkeratosis see Keratosis 

Hyperplasia 

angiolymphoid hyperplasia with eosinophilia 
[Schwartz] 107 (Ja) 

palmoplantar keratosis acuminata with facial 
sebaceous hyperplasia [Schiff] 86 (Ja) 

ultrastructural study of case of angiolymphoid 
hyperplasia with eosinophilia [Daniels] 870 
(Je) 

Hypersensitivity see also Desensitization 

mercury allergy and patch testing (letter) [Ep- 
stein], (reply) [Baer] 98 (Ja) 

Hypoparathyroidism 

cutaneous manifestations in idiopathic hypo- 
parathyroidism [Hirano] 242 (Fe) 


Subject Index 


X 


Hypothermia, Induced see Cryogenic Surgery 
Hypotrichosis see Alopecia 


I 
IgG 


and complement-fixing pseudointercellular anti- 
bodies after thermal injury [Ablin] 887 (Je) 

mixed IgG-IgM cryoglobulinemia with follicular 
pustular purpura [Nir] 539 (Ap) 


M 

ace IgG-IgM cryoglobulinemia with follicular 
pustular purpura [Nir] 539 (Ap) 

Immunity, Cellular 

acquired immunity to dermatophytes [Jones] 
840 (Je) 

Immunofluorescence Technic see Fluorescent 
Antibody Technic 

immunoglobulins see also IgG; IgM 

immunofluorescent studies in mucous membrane 
pemphigoid [Griffith] 195 (Fe) 

immunologic Deficiency Syndromes 

staphylococcal scalded skin syndrome, adult on- 
set in patient with deficient cell-mediated im- 
munity [Reid] 239 (Fe) 

Immunosuppressive Agents 

skin tumors with immunosuppressive therapy 
(letter) [Dupont] 912 (Je) 

Immunotherapy 

of malignant melanoma with vaccinia virus 
[Roenigk] 668 (My) 

Injections, Intradermal 

perilymphatic atrophy of skin, side effect of 
topical corticosteroid injection therapy 
[Kikuchi] 558 (Ap) 

Injuries see Wounds and Injuries 

Insect Repellents 

use of insect repellents for maximum efficacy 
[Maibach] 32 (Ja) 

intradermal Tests see Skin Tests 

Intrauterine Devices 

copper particles from intrauterine contracep- 
tive device (letter) [Brown] 736 (My) 

Iris 

color, pigmented basal cell carcinomas ( letter) 
[Bart] 261 (Fe) 

Isoniazid 

isoniazid-induced acne and pellagra [Cohen] 377 


(Mr) 
Isonicotinic Acid Hydrazide see Isoniazid 
Itching see Pruritus 
IUD see Intrauterine Devices 


J 


Jewelry 

earring dermatitis sparing the ears (letter) 
[Shore] 95 (Ja) 

gold vasculitis [Roenigk] 253 (Fe) 

Joint Diseases 

mixed IgG-IgM cryoglobulinemia with follicular 
pustular purpura [Nir] 539 (Ap) 

Joints 


Papillon-Lefévre syndrome [Ohkawara] 726 


(My) 
K 

Keratin 

ultrastructural studies in human orf [Yeh] 390 
(Mr) 

Keratoderma see Keratosis 

Keratosis 

combined  epidermolytic  hyperkeratosis and 
focal acantholytic dyskeratosis [Ackerman] 
885 (Mr) 

disseminate  elastosis  perforans  serpiginosa 


[Pedro] 84 (Ja) 

linear porokeratosis, distinctive clinical variant 
of porokeratosis of Mibelli [Rahbari] 526 
(Ap) 

palmoplantar keratosis acuminata with facial 
sebaceous hyperplasia [Schiff] 86 (Ja) 

Papillon-Lefévre syndrome [Ohkawara] 726 
(My) 

punctate keratoderma (letter) [Herman] 910 
(Je) 

solar, skin tumors with immunosuppressive 
therapy (letter) [Dupont] 912 (Je) 

transient  acantholytic dermatosis 
[Berger] 913 (Je) 


(letter) 
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Keratosis Follicularis 

Kyrle disease [Burns] 750 (My) 

oral acantholytic bullae, pemphigus vulgaris vs 
Darier disease [Medenica] 751 (My) 

rectal mucosa involvement in keratosis follicu- 
laris [Klein] 560 (Ap) 

Kidney Failure, Acute see Hemodialysis 

Kidney Failure, Chronic see also Hemodialysis 

irritant contact stomatitis in chronic renal 
failure [Newell] 53 (Ja) 

staphylococcal scalded skin syndrome, adult 
onset in patient with deficient cell-mediated 
immunity [Reid] 239 (Fe) 

Kierland, Robert R. 

tribute to an editor [Sams] 663 (My) 

Klippel-Trenaunay-Weber Syndrome see An- 
giomatosis 

Kyrle Disease see Keratosis Follicularis 


L 


Leg Ulcer 

atrophie blanche, sign of dermal blood occlusion 
[Stevanović] 858 (Je) 

fibrinolytic therapy for vasculitis of atrophie 
blanche [Gilliam] 664 (My) 

tretinoin treatment of leg ulcers (letter) [De 
Bersaques] 262 (Fe) 

Leishmaniasis 

amphotericin B therapy in dermal leishmanoid 
[Yesudian] 720 (My) 

Leukocytes 

nitroblue tetrazolium test in dermatologic pa- 
tients [Czarnetzki] 36 (Ja) 

Libman-Sacks Disease see Lupus Erythema- 
tosus, Systemic 

Lichen Planus 

lichenoid secondary syphilis [Lochner] 81 (Ja) 


photosensitive lichenoid eruption associated 
with demeclocycline (letter) [Maibach] 97 
(Ja) 


Lidex see Flucinonide 

Light see also Photosensitization 

report on ultraviolet light sources [Task Force 
on Photobiology] 833 (Je) 

Lipoproteins 

type II hyperbetalipoproteinemia, intertriginous 
xanthomas (letter) [Polano] 99, (reply) 
[Goldsmith] 100 (Ja) 

Livedo Reticularis 

atrophie blanche, sign of dermal blood occlu- 
sion [Stevanović] 858 (Je) 

fibrinolytic therapy for vasculitis of atrophie 
blanche [Gilliam] 664 (My) 

Liver Cirrhosis 

unilateral nevoid telangiectasia (letter) [Greer] 
100 (Ja) 

Los Angeles Dermatological Society 

April 11, 1973, transactions, 107 (Ja) 

May 9, 1973, transactions, 585 (Ap) 

Oct 10, 1973, transactions, 919 (Je) 

Lupus 

lupus erythematosus profundus [University of 
Michigan] 583 (Ap) 

vulgaris, with evidence of healed 
[Semion] 919 (Je) 

Lupus Erythematosus, Discoid 

ultraviolet light and cytoplasmic tubules in lupus 
erythematosus [Berk] 364 (Mr) 

Lupus Erythematosus Disseminatus see Lupus 
Erythematosus, Systemic 

Lupus Erythematosus, Systemic 

dermatitis herpetiformis in association with 
SLE [Moncada] 723 (My) 

ultraviolet light and cytoplasmic tubules in lupus 
erythematosus [Berk] 364 (Mr) 

Lupus Vulgaris see Lupus 

Lyell Syndrome see Epidermal 
Toxic 

Lymphadenitis, Tuberculous see Tuberculosis, 
Lymph Node 

Lymphangioma 

hemangiolymphangioma [Esterly] 751 (My) 

Lymphatic System 

perilymphatic atrophy of skin, side effect of 
topical corticosteroid injection therapy 
[Kikuchi] 558 (Ap) 

Lymphedema 

sarcoidosis presenting as lymphedema [Nathan] 
543 (Ap) 


scrofula 


Necrolysis, 





Lymphocytes 

lymphocytotoxicity in recurrent aphthous stoma-., 
titis [Rogers] 361 (Mr) 

Lymphoid Tissue 

angiolymphoid hyperplasia with eosinopIr ia ^ 
[Schwartz] 107 (Ja) "^" 

ultrastructural study of case of angiolympheid . 
hyperplasia with eosinophilia [Daniels] 870 
(Je) 


McKenzie Skin-Blanching Test 

topically active corticosteroids, quantitati 
evaluation of McKenzie's skin-blanching 
[Engel] 863 (Je) 

Maxibolin see Ethylestrenol 

Medicine, Hindu 

vitiligo in ancient Indian medicine (letter) 
[Singh] 913 (Je) 

Medroxyprogesterone 

acne in premature ovarian failure, reestablish- 
ment of cyclic flare-ups with medroxyproges- 
terone acetate therapy [Pochi] 556 (Ap) 

Melanin 

pigmentation in comedones [Kaidbey] 60 (Ja) 

Melanocytes 

pigmentation in comedones [Kaidbey] 60 (Ja) 

Melanoma 

immunotherapy of malignant melanoma with 
vaccinia virus [Roenigk] 668 (My) 

unilateral nevus of Ota with sensorineural deaf- 
ness [Reed] 881 (Je) 

Meltrol see Phenformin 

Membranes see Basement Membrane; Cell 
Membrane; Mucous Membrane 

Menstruation Disorders 

acne in premature ovarian failure [Pochi] 556 
(Ap) 

Mercury 

allergy and patch testing (letter) [Epstein], 
(reply) [Baer] 98 (Ja) 

Methotrexate 

dosage schedule (letter) 
[Roenigk] 407 (Mr) 

Metropolitan Dermatological Society of Los 
Angeles 

Oct 24, 1972, transactions, 417 (Mr) 

Nov 28, 1972, transactions, 749 (My) 

April 24, 1973, transactions, 585 (Ap) 

Mibelli Porokeratosis see Keratosis 

Michigan Dermatological Society 

Nov 8, 1972, transactions, 269 (Fe) 

Feb 14, 1973, transactions, 749 (My) 

March 14, 1973, transactions, 583 (Ap) 

Microscopy 

surface microtopography of normal human skin 
[Tring] 223 (Fe) 

ultrastructural studies in human orf [Yeh] 390 
(Mr) 

ultrastructural study of case of angiolymphoid 
hyperplasia with eosinophilia [Daniels] 870 
(Je) 

Microscopy, Electron 

spiradenoma, histochemical and electron micro- 
scopic study [Castro] 40 (Ja) 

ultrastructural studies in human orf [Yeh] 390 
(Mr) 

Microtomy . 

surface microtopography of normal human skin 
[Tring] 223 (Fe) 

Molluscum Contagiosum 

epidermal inclusion cysts (letter) [Ackerman], 
(reply) [Hodge] 736 (My) 

viral sycosis (letter) [Krishnamurthy] 578 
(Ap) 

Monilethrix 

tretinoin therapy for monliethrix (letter) [Her- 
nández-Pérez] 575 (Ap) 

Mononuclear Cells 

spongiotic simulants of mycosis fungoides 
[Ackerman] 218 (Fe); correction, 848 (Je) 

Mucin 

muciparous epidermal tumor [Kwittken] 554 
(Ap) 

transillumination for diagnosis of mucinous 
pseudocyst of the finger (letter) [Goldman] 
576 (Ap) 

Mucopolysaccharidosis 

Hunter syndrome [Ghatia] 749 (My) 







[Rees], (reply) 
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E < 
g= ` - 
Mucous Membrane 
y benign mucous membrane pemphigoid [Tagami] 
he I (My) 
'" * 
immunofluorescent studies in mucous membrane 
pEmphigoid [Griffith] 195 (Fe) 
mphigus-like antibodies in cicatricial pemphi- 
* g Bid [Cram] 235 (Fe) 
y rectal mucosa involvement in keratosis follicu- 
laris [Klein] 560 (Ap) 
1 AJMiscular Dystrophy 
acanthosis nigricans following diethylstilbestrol 
therf&py [Banuchi] 545 (Ap) 
ycetoma 
tment of actinomycetoma with dapsone 
ogers] 529 (Ap) 
bacterium Infections 









[Schwartz] 586 (Ap) 

Mycobacterium | marinum 
[Fisher] 571 (Ap) 

Mycosis Fungoides 

case for diagnosis: mycosis fungoides [Shasky] 
585 (Ap) 

spongiotic simulants of mycosis fungoides 

[Ackerman] 218 (Fe); correction, 848 (Je) 


infection (letter) 


Nails 
onycholysis from sodium hypochlorite (letter) 
[Coskey] 96 (Ja) 
Papillon-Lefévre syndrome 
(My) 
Nalidixic Acid 
persistent phototoxicity due to nalidixie acid 
(letter) [Burry] 263 (Fe) 
National Program for Dermatology see also 
AAD-NPD REPORT 
progress report [Weary] 499 (Ap) 
report on ultraviolet light sources [Task Force 
on Photobiology] 833 (Je) 
Neck 
earring dermatitis sparing the ears 
[Shore] 95 (Ja) 
Negram see Nalidixic Acid 
Negroes 
butylated hydroxytoluene as a skin lightener 
[Bentley-Phillips] 216 (Fe) 
human model of coal tar acne [Kaidbey] 212 
(Fe) 
Neoplasm Metastasis 
choriocarcinoma metastastic to skin [Cosnow] 
551 (Ap) 
metastases to skin from occult malignant neo- 
plasms, cutaneous metastases from terato- 
carcinoma [Price] 547 (Ap) 
Neoplasms 
antiepithelia] antibodies, possible clue to malig- 
nant neoplasms (letter) [Ablin] 911, (reply) 
[Bystryn] 912 (Je) 
Neoplasms, Vascular Tissue 
intravenous atypical vascular proliferation, 
cutaneous lesion simulating malignant blood 
vessel tumor [Rosai] 714 (My) 
Neurologic Manifestations 
acanthosis nigricans associated with benign 
encephalopathy [Scott] 78 (Ja) 
Neutral Red see Dyes 
— Nevus 
- basal cell nevus syndrome [Sidell] 417 (Mr) 
depigmentosus [Berg] 920 (Je) 
unilateral nevoid telangiectasia (letter) [Greer] 
100 (Ja) 
. unilateral nevus of Ota with sensorineural deaf- 
: ness [Reed] 881 (Je) 
unilateral systematized  hypochromic 
[Cram] 416 (Mr) 
Nevus, Pigmented 
congenital giant hairy pigmented nevus [Feins] 
920 (Je) 
New England Dermatological Society 
May 30, 1973, transactions, 920 (Je) 
New York Dermatological Society 
Jan 23, 1973, transactions, 107 (Ja) 
May 22, 1973, transactions, 587 (Ap) 
NEWS AND NOTES 
27b (Fe), 427 (Mr), 583 (Ap), 743 (My), 926 
(Je) 
Nitroblue Tetrazolium see Tetrazolium Salts 


[Ohkawara] 726 


( letter) 


nevus 
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jum granuloma (Mycobacterium balnei) 


Nocardia asteroides 

treatment of actinomycetoma with dapsone, 
report of infection with Nocardia asteroides 
[Rogers] 529 (Ap) 

Nomenclature 

of erythropoietic protoporphyria (letter) 
[Johnson] 574, (reply) [Scholnick] 575 
(Ap), (letter) [Johnson] 737 (My) 

pilomatrixoma vs pilomatricoma (letter) [Ar- 
nold], (reply) [Méhlenbeck] 736 (My) 

what is meant by “bimonthly?” (letter) [Alex- 
ander], (reply) [Penneys] 262 (Fe) 

Nose 

fistula of the dorsum of the nose [Brownstein] 
227 (Fe), (letter) [Brownstein] 914 (Je) 


[e] 
Oils 


contact sensitivity to costusroot oil, an ingredi- 
ent of some perfumes (letter) [Mitchell] 572 
(Ap) 

Ointment Bases see Pharmaceutic Aids 

Ointments 

paired comparison vasoconstrictor assays [Poul- 
sen] 367 (Mr) 

Onycholysis 

from sodium hypochlorite (letter) [Coskey] 96 
(Ja) 

Orf see Ecthyma, Contagious 

Oriental Sore see Leishmaniasis 

Ovary 

acne in premature ovarian failure [Pochi] 556 
(Ap) 

Ovral see Contraceptives, Oral 


P 


Papilloma 

punctate, pigmented verrucous papillomatosis 
[Charles] 562 (Ap) 

Papillon-Lefévre Syndrome 

[Ohkawara] 726 (My) 

Patch Tests see Skin Tests 

Pautrier Abscess see Mycosis Fungoides 

Pellagra 

isoniazid-induced acne and pellagra [Cohen] 377 
(Mr) 

Pemphigus 

benign mucous membrane pemphigoid [Taga- 
mi] 711 (My) 

cicatricial pemphigoid (letter) [Sams] 263, (re- 
ply) [Dantzig] 264 (Fe) 

coexistence of pemphigus and bullous pemphi- 
goid [Chorzelski] 849 (Je) 

erythematosus [Shellow] 919 (Je) 

esophageal involvement in familial 
chronic pemphigus [Kahn] 718 (My) 

gold dermatitis [Penneys] 372 (Mr); correc- 
tion, 848 (Je) 

gold treatment of pemphigus (letter) [Greer] 
262 (Fe) 

immunofluorescent studies in mucous membrane 
pemphigoid [Griffith] 195 (Fe) 

oral acantholytic bullae, pemphigus vulgaris vs 
Darier disease [Medenica] 751 (My) 

pemphigus-like antibodies in cicatricial pemphi- 
goid [Cram] 235 (Fe) 

pemphigus vs acantholytic herpetiform derma- 
titis (letter) [Holubar] 408 (Mr) 

Penis 

herpes progenitalis with left-side neuropathy 
[May] 577 (Ap) 

Perfume 

contact sensitivity to costusroot oil, an ingredi- 
ent of some perfumes (letter) [Mitchell] 572 
(Ap) 

Periadenitis see Stomatitis, Aphthous 

Periodontal Disease 

Papillon-Lefévre syndrome 
( My) 

Pernio see Frostbite 

Pharmaceutic Aids 

allergic contact dermatitis due to Halotex Solu- 
tion (letter) [Moss] 572 (Ap) 

percutaneous penetration of hydrocortisone 
with urea [Feldmann] 58 (Ja) 

purpura caused by food and drug additives 
[Michaélsson] 49 (Ja) 


benign 


[Ohkawara] 726 





Phenformin 

fibrinolytic therapy for vasculitis of atrophie 
blanche [Gilliam] 664 (My) 

Phenylenediamines 

is hair dyed with para-phenylenediamine aller- 
genic? [Reiss] 221 (Fe) 

Philadelphia Dermatological Society 

Oct 20, 1972, transactions, 270 (Fe) 

Photography 

dermatological photography (letter) [Fite] 735 
(My) 

Photosensitization 

dye-photoinactivation and herpes simplex (let- 
ter) [Jarratt] 570 (Ap) 

persistent phototoxicity due to nalidixic acid 
(letter) [Burry] 263 (Fe) 

photopigmentation with trioxsalen [Kaidbey] 
674 (My) 

photosensitive lichenoid eruption associated with 
demeclocycline (letter) [Maibach] 97 (Ja) 

reaction to quinidine sulfate (letter) [de Groot] 
570 (Ap) 

Phototherapy see Ultraviolet Therapy 

Pigmentation see also Melanin 

butylated hydroxytoluene as a skin lightener 
[Bentley-Phillips] 216 (Fe) 

unilateral systematized  hypochromic 
[Cram] 416 (Mr) 

Pigmentation Disorders 

hyperpigmentation of the upper part of the 
back (letter) [Gerwels] 735 (My) 

idiopathie pigmentation of upper back (letter) 
[Zawahry] 101 (Ja), (letter) [Brownstein] 
910 (Je) 

nevus depigmentosus [Berg] 920 (Je) 

photopigmentation with trioxsalen [Kaidbey] 
674 (My) 

pigmented basal cell carcinomas (letter) [Bart] 
261 (Fe) 

pigmented palmar petechiae (black palm) (let- 
ter) [Izumi] 261 (Fe) 

punctate, pigmented verrucous papillomatosis 
[Charles] 562 (Ap) 

unilateral nevus of Ota with sensorineural deaf- 
ness [Reed] 881 (Je) 

Pilomatrixoma 

vs pilomatricoma (letter) 
[Móhlenbeck] 736 (My) 

Plants 

severe contact dermatitis from poinsettia (let- 
ter) [D’Arcy] 909 (Je) 

Plasma Membrane see Cell Membrane 

Poinsettia see Plants 

Poison Oak see Rhus 

Porokeratosis see Keratosis 

Porphyria see also Protoporphyria 

latent porphyria cutanea tarda, retreatment 
with chloroquine [Anderson] 585 (Ap) 

Pregnancy 

comment on vaccination during pregnancy (let- 

ter) [Freeman], (reply) [Carney] 97 (Ja) 

Pregnancy Complications 

accessory axillary breast tissue [Greer] 88 (Ja) 

Pressure 

hyperpigmentation of the upper part of the 
back (letter) [Gerwels] 735 (My) 

Progesterone 

Stevens-Johnson syndrome, ?autoimmune pro- 
gesterone dermatitis [Domonkos] 587 (Ap) 

Propanediols 

contact dermatitis from stearyl alcohol and pro- 
pylene glycol in fluocinonide cream [Shore] 
397 (Mr) 

Propyl Gallate 

propyl gallate-contact sensitization and orally- 
induced tolerance [Kahn] 506 (Ap) 

ultraviolet light protection by several new com- 
pounds [Kahn] 510 (Ap) 

Propylene Glycol see Propanediols 

Protoporphyria 

nomenclature of erythropoietic protoporphyria 
(letter) [Johnson] 574, (reply) [Scholnick] 
575 (Ap), (letter) [Johnson] 737 (My) 

Provera see Medroxyprogesterone 

Pruritus 

and hemodialysis [Young] 107 (Ja) 

induced by crude bile and purified bile acids 
[Varadi] 678 (My) 


nevus 


[Arnold], (reply) 


Subject Index 
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Pruritus Ani 

rectal mucosa involvement in keratosis follicu- 
laris [Klein] 560 (Ap) 

Pseudofolliculitis see Folliculitis 

Pseudomonas Infections 

increased incidence, therapy (letter) [Gordon] 
261 (Fe) 

Pseudotuberculosis see Sarcoidosis 

Psoriasis 

methotrexate dosage schedule (letter) [Rees], 
(reply) [Roenigk] 407 (Mr) 

natural history of psoriasis in 61 twin pairs 
[Farber] 207 (Fe) 

photobiology of psoriasis, wavelength depend- 
ence [Stern] 502 (Ap) 

pustular dermatosis on withdrawal of topically 
applied steroids (letter) [Stegman] 100 (Ja) 

unsuccessful fluorouracil treatment of psoriasis 
(letter) [Auerbach] 102 (Ja) 

Purpura 

caused by food and drug additives [Michaéls- 
son] 49 (Ja) 

gold vasculitis [Roenigk] 253 (Fe) 

mixed IgG-IgM cryoglobulinemia with follicular 
pustular purpura [Nir] 539 (Ap) 

Pustular Lesion see Blister 

Pustulosis Palmaris et Plantaris 

morphogenesis of pustulosis palmaris et plant- 
aris [Uehara] 518 (Ap) 


Pyoderma 
gangrenosum [Wayne State Univ.] 269 (Fe) 
Q 
Quinidine 
reaction to quinidine sulfate (letter) [de Groot] 
570 (Ap) 
Quinine 


toxic epidermal necrolysis caused by “gin and 
tonic" (letter) [Callaway] 909 (Je) 


Radiation Protective Agents 

protection factor of sunscreens to monochro- 
matic radiation [Cripps] 202 (Fe) 

Radiotherapy 

Grenz ray shielding (letter) 
(Je) 

Rectum 

rectal mucosa involvement in keratosis follicu- 
laris [Klein] 560 (Ap) 

Renal Failure, Chronic see Kidney Failure, 
Chronic 

Research Support 

acknowledgment of research support [Johnson] 
31 (Ja) 

Rhus 

poison oak hyposensitization [Epstein] 356 
(Mr) z 

Ringworm see Tinea 


[Lynfield] 914 


Salicylates 

diet plan for patients with salicylate-induced 
urticaria [Noid] 866 (Je) 

San Francisco Dermatological Society 

March 31, 1973, transactions, 416 (Mr) 

Sarcoidosis 

presenting as lymphedema [Nathan] 543 (Ap) 

Satellite Neoplasms 

pyogenic granuloma with multiple satellites 
[Zaynoun] 689 (My) 
Scabies 
Mellanby's 
(Mr) 
Scalded Skin Syndrome see Epidermal Necro- 
lysis, Toxic 

Scars see Cicatrix 

Schaumann Disease see Sarcoidosis 

Schónlein-Hench Purpura see Purpura 

Scleroderma, Systemic 

urticaria pigmentosa associated with sclero- 
derma [Basler] 393 (Mr) 

Sclerosis, Progressive Systemic see Sclero- 
derma, Systemic 

Scrofula see Tuberculosis, Lymph Node 

Seasons 

seasonal variation of basal cell epitheliomas in 
Kentucky [Owen] 205 (Fe) 


"scabies" (letter) [Maibach] 409 
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Sebaceous Glands 

palmoplantar keratosis acuminata with facial 
sebaceous hyperplasia [Schiff] 86 (Ja) 

Sex Chromosomes 

nodulocystic acne in patient with XYY chromo- 
some complement [Van Scott] 270 (Fe) 

Sezary Syndrome 

Sézary-like cells in cultures of normal human 
skin (letter) [Flaxman] 577 (Ap) 

Shingles see Herpes Zoster 

Shoes 

shoe boot pernio [Coskey] 56 (Ja) 

Skin 

dermal and epidermal types of erythema multi- 
forme [Orfanos] 682 (My) 

perilymphatic atrophy of skin, side effect of 
topical corticosteroid injection therapy [Kiku- 
chi] 558 (Ap) 

Sézary-like cells in cultures of normal human 
skin (letter) [Flaxman] 577 (Ap) 

surface microtopography of normal human skin 
[Tring] 223 (Fe) 

Skin Diseases 

disappearance of skin lesions after cholecystec- 
tomy (letter) [Reaves] 738 (My) 

nitroblue tetrazolium test in dermatologic pa- 
tients [Czarnetzki] 86 (Ja) 

staphylococcal scalded skin syndrome, adult on- 
set in patient with deficient cell-mediated im- 
munity [Reid] 239 (Fe) 

subcorneal pustular dermatosis controlled by 
vitamin E (letter) [Ayres] 914 (Je) 

subcorneal pustular dermatosis in 
[Johnson] 73 (Ja) 

Skin Manifestations 

cutaneous manifestations in idiopathic hypopar- 
athyroidism [Hirano] 242 (Fe) 

malignant syphilis [Petrozzi] 387 (Mr) 

multiple hamartoma syndrome (Cowden dis- 
ease) [Gentry] 521 (Ap) 

Skin Neoplasms 

chordoma-like subcutaneous nodules in infant 
[Ackerman] 247 (Fe) 

choriocarcinoma metastastic to skin [Cosnow] 
551 (Ap) 

chronic persistent dental sinus tract with chron- 
ic ulcerations (top of chin) and cutaneous 
carcinoma [Field] 585 (Ap) 

cylindroma [Watson] 417 (Mr) 

intertriginous xanthomas (letter) [Polano] 99, 
(reply) [Goldsmith] 100 (Ja) 

intravenous atypical vascular proliferation, 
cutaneous lesion simulating malignant blood 
vessel tumor [Rosai] 714 (My) 

metastases to skin from occult malignant neo- 
plasms, cutaneous metastases from teratocar- 
cinoma [Price] 547 (Ap) 

muciparous epidermal tumor [Kwittken] 554 
(Ap) 

pilomatrixoma vs pilomatricoma (letter) [Ar- 
nold], (reply) [Móhlenbeck] 736 (My) 

punctate, pigmented verrucous papillomatosis 
[Charles] 562 (Ap) 

pyogenic granuloma with multiple satellites 
[Zaynoun] 689 (My) 

seasonal variation of basal cell epitheliomas in 
Kentucky [Owen] 205 (Fe) 

skin tumors with immunosuppressive therapy 
(letter) [Dupont] 912 (Je) 

Skin Pigmentation see Pigmentation 

Skin Tests 

mercury allergy and patch testing (letter) [Ep- 
stein], (reply) [Baer] 98 (Ja) 

topically active corticosteroids, quantitative 
evaluation of McKenzie’s skin-blanching test 
[Engel] 868 (Je) 

Skin Transplantation 

flare dermatitis, occurrence in skin transplant 
donor site following sensitization in recipient 
site [Jordan] 884 (Je) 

Skin Ulcer 

chronic persistent dental sinus tract with 
chronic ulcerations (top of chin) and cutane- 
ous carcinoma [Field] 585 (Ap) 

Sneddon-Wilkinson Syndrome 

subcorneal pustular dermatosis controlled by 
vitamin E (letter) [Ayres] 914 ( Je) 

subcorneal pustular dermatosis in children 
[Johnson] 73 (Ja) 


children 


Society Transactions ; 

Chicago Dermatological Society, May 16, 1973,* ` 
750 (My) te 

Los Angeles Dermatological Society, Apri] Ü 
1973, 107 (Ja) 

Los Angeles Dermatological Society, May 9, 
1973, 585 (Ap) A 

Los Angeles Dermatological Society, Oct 10, 


1973, 919 (Je) 

Metropolitan Dermatological Society of Lofw 
Angeles, Oct 24, 1972, 417 (Mr) PL: 

Metropolitan Dermatological Society of" Los 
Angeles, Nov 28, 1972, 749 (My) 

Metropolitan Dermatological Society of 
Angeles, April 24, 1973, 585 (Ap) 

Michigan Dermatological Society, Nov 8, 1%, 
269 (Fe) 

Michigan Dermatological Society, Feb 14, 1973, 
749 (My) 

Michigan Dermatological 
1973, 583 (Ap) 

New England Dermatological Society, May 30, 
1973, 920 (Je) 

New York Dermatological Society, Jan 23, 1973, 
107 (Ja) 

New York Dermatological Society, May 22, 1973, 
587 (Ap) 

Philadelphia Dermatological Society, 
1972, 270 (Fe) 

San Francisco Dermatological Society, March 
31, 1973, 416 (Mr) 

Sodium Gold Thiosulfate see Gold 

Sodium Hypochlorite 

onycholysis from sodium hypochlorite (letter) 
[Coskey] 96 (Ja) 

Solganal see Gold 

Spiradenoma see Adenoma 

Sports 

weight lifting, pigmented palmar fpetechiae 
(black palm) (letter) [Izumi] 261 (Fe) 

Staphylococcal Infections 

staphylococcal scalded skin syndrome, adult on- 
set in patient with deficient cell-mediated im- 
munity [Reid] 239 (Fe) 

Steroids see also Adrenal Cortex Hormones 

topical steroid antibiotic combinations (letter) 
[Lloyd], (further comment) [Stocker], (re- 
ply) [Kligman] 410 (Mr) 

Stevens-Johnson Syndrome 

"autoimmune progesterone dermatitis [Domon- 
kos] 587 (Ap) 

Stilbestrol see Diethylstilbestrol 

Stomatitis 

irritant contact stomatitis in chronic renal fail- 
ure [Newell] 53 (Ja) 

Stomatitis, Aphthous 

lymphocytotoxicity in recurrent aphthous stoma- 
titis [Rogers] 361 (Mr) 

treatment of aphthous stomatitis by suppression 
of intralesional streptococci [Shore] 400 (Mr) 

Streptococcus 

treatment of aphthous stomatitis by suppression 
of intralesional streptococci [Shore] 400 (Mr) 

Sulfonyldianiline see Dapsone 

Sunscreen Agents 

comment on sunscreen studies by Langner and 
Kligman (letter) [Bergstresser] 96 (Ja) 

protection factor of sunscreens to monochro- 
matic radiation [Cripps] 202 (Fe) 

ultraviolet light protection by several new com- 
pounds [Kahn] 510 (Ap) 

Surgery, Plastic 

use of hair plugs from skin excised during face- 
lifting (letter) [Wallace] 96 (Ja) 

Sweat 

biofeedback skin conductance conditioning in 
dyshidrotic eczema (letter) [Miller] 737 
(My) 

Sweat Gland Neoplasms 

apocrine hidrocystoma (cystadenoma) [Smith] 
700 (My) 

spiradenoma, histochemical and electron micro- 
scopic study [Castro] 40 (Ja) 

Sweat Glands 

calcaneal petechiae (letter) [Casas] 571 (Ap) 

facial involvement with hidradenitis suppura- 
tiva (letter) [Greer] 408 (Mr) 

Sycosis 

viral sycosis 
(Ap) 


Society, March 14, 


Oct 20, 


(letter) [Krishnamurthy] 578 


V Subject Index 939. 













g= ` .* 

. Syphilis 

hemagglutination tests and related advances in 

e (serodiagnosis of syphilis [Shore] 854 (Je) 

ss: raa syphilis accompanied by anticomple- 
entary effect of cryoglobulin [Watanabe] 

. 889 (Je) 

lichenoid secondary syphilis [Lochner] 81 (Ja) 

r malignant syphilis [Petrozzi] 387 (Mr) 


r, T 


tevanović] 858 (Je) 
syndrome [Conant] 416 (Mr) 
iectasia macularis eruptiva perstans [Uni- 
ity of Michigan] 584 (Ap), [Storkan], 
919 (Je) 
unilateral nevoid telangiectasia (letter) [Greer] 
100 (Ja) 
Teratoid Tumor 
metastases to skin from occult malignant neo- 
plasms, cutaneous metastases from teratocar- 
cinoma [Price] 547 (Ap) 
TEST YOUR KNOWLEDGE 
376 (Mr), 584 (Ap), 722 (My), 869 (Je) 
Testicular Neoplasms 
metastases to skin from occult malignant neo- 
plasms, cutaneous metastases from teratocar- 
cinoma [Price] 547 (Ap) 
Tetrazolium Salts 
nitroblue tetrazolium test in dermatologic pa- 
tients [Czarnetzki] 36 (Ja) 
Thiabendazole 
clinical antifungal activity of thiabendazole 
[Battistini] 695 (My) 
Tinea 
clinical antifungal activity of thiabendazole 
[Battistini] 695 (My) 
Tooth 
chronic persistent dental sinus tract with chron- 
ic ulcerations (top of chin) and cutaneous 
carcinoma [Field] 585 (Ap) 
Topsyn see Flucinonide 
Transillumination 
for diagnosis of mucinous pseudocyst. of the 
finger (letter) [Goldman] 576 (Ap) 
Trauma see Wounds and Injuries 
Treponema Immobilization Test 
hemagglutination tests and related advances in 
serodiagnosis of syphilis [Shore] 854 (Je) 
Tretinoin 
therapy for monliethrix (letter) [Hernández- 
Pérez] 575 (Ap) 
treatment of leg ulcers (letter) [De Bersaques] 
ad 262 (Fe) 
Triamcinolone 
perilymphatic atrophy of skin, side effect of top- 
ical corticosteroid injection therapy [Kikuchi] 
558 (Ap) 
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Trichloroacetic Acid 

simple treatment for plantar warts (letter) 
[Hernández-Pérez] 571 (Ap) 

Trichophyton 

acquired immunity to dermatophytes [Jones] 
840 (Je) 

Trichophytosis see Tinea 

Trioxsalen 

photopigmentation with trioxsalen [Kaidbey] 
674 (My) 

therapy for vitiligo (letter) [Sehgal] 578 (Ap) 

Triple Symptom Complex see Behcet Syn- 
drome 

Tuberculosis, Lymph Node 

lupus vulgaris, with evidence of healed scrofula 
[Semion] 919 (Je) 

Twins see Diseases in Twins 


U 


Ulcer see Leg Ulcer 

Ultraviolet Rays 

influence of wind on ultraviolet injury [Owens] 
200 (Fe) 

report on ultraviolet light sources [Task Force 
on Photobiology] 833 (Je) 

ultraviolet light and cytoplasmic tubules in lu- 
pus erythematosus [Berk] 364 (Mr) 

uitraviolet light protection by several new com- 
pounds [Kahn] 510 (Ap) 

Ultraviolet Therapy 

photobiology of psoriasis, wavelength depend- 
ence [Stern] 502 (Ap) 

Urea 

percutaneous penetration of hydrocortisone 
with urea [Feldmann] 58 (Ja) 

Urticaria 

diet plan for patients with salicylate-induced 
urticaria [Noid] 866 (Je) 

Urticaria Pigmentosa 

associated with scleroderma [Basler] 393 (Mr) 

localized urticaria pigmentosa [Rosenberg] 108 
(Ja) 

Urushiol see Rhus 

Uveoparotid Fever see Sarcoidosis 


V 


Vaccination 

comment on vaccination during pregnancy (let- 
ter) [Freeman], (reply) [Carney] 97 (Ja) 

Vaccinia 

immunotherapy of malignant melanoma with 
vaccinia virus [Roenigk] 668 (My) 

Vascular Diseases 

intravenous atypical vascular proliferation, 
cutaneous lesion simulating malignant blood 
vessel tumor [Rosai] 714 (My) 

Vasculitis 

atrophie blanche, sign of dermal blood occlusion 
[Stevanovié] 858 (Je) 
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Vasculitis—Continued 

fibrinolytic therapy for vasculitis of atrophie 
blanche [Gilliam] 664 (My) 

gold vasculitis [Roenigk] 253 (Fe) 

Vasoconstrictor Agents 

paired comparison vasconstrictor assays [Poul- 
sen] 367 (Mr) 

topically active corticosteroids, quantitative 
evaluation of McKenzie’s skin-blanching test 
[Engel] 863 (Je) 


Vasopressor Agents see  Vasoconstrictor 
Agents 

Veins 

intravenous atypical vascular proliferation, 


cutaneous lesion simulating malignant blood 
vessel tumor [Rosai] 714 (My) 

Vesication see Blister 

Vitamin A Acid see Tretinoin 

Vitamin E 

incorrect reference (letter) 
(Ap) 

subcorneal pustular dermatosis controlled by 
vitamin E (letter) [Ayres] 914 (Je) 

treatment of dermolytic bullous dermatosis (let- 
ter) [Ayres] 99 (Ja) 

treatment of epidermolysis bullosa, changes in 
tissue collagenase levels [Michaelson] 67 (Ja) 

Vitiligo 

in ancient Indian medicine (letter) 
913 (Je) 

trioxsalen therapy for vitiligo (letter) [Sehgal] 
578 (Ap) 


[Greenwald] 571 


[Singh] 


Ww 


Warts 

2,4-dinitrochlorobenzene therapy for plantar 
warts (letter) [Greenberg] 910 (Je) 

punctate, pigmented verrucous papillomatosis 
[Charles] 562 (Ap) 

simple treatment for plantar warts (letter) 
[Hernández-Pérez] 571 (Ap) 

Wind see Air Movements 

Wounds and Injuries 

reactive perforating collagenosis [Fretzin] 750 
(My) 


X 
X Chromosomes see Sex Chromosomes 
Xanthoma 
intertriginous xanthomas (letter) [Polano] 99, 
(reply) [Goldsmith] 100 (Ja) 
Y 
Y Chromosomes see Sex Chromosomes 


r4 


Zona see Herpes Zoster 
Zoster see Herpes Zoster 
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; ; “AMA Clinical Convention/Honolulu, Hawaii/November 30-December 5, 1975 


Science Under the Palms 

The emphasis of the scientific program 
is On post-graduate courses. Among 
the 12 offered: “Immunology 1976," 
"Sexual Counseling," "Infectious Dis- 
eases and Antibiotic Usage,” and 
"Pulmonary Blood Gases." Several 
topics indigenous to. Hawaii will be 
offered in the General Scientific Ses- 
sions. Topics like “Polynesian Folk 
Medicine," "Modern Management of 
Leprosy,” and "''Aquatic Sports 
Injuries.” 

We've concentrated on sched- 
uling the programs between 7:30 A.M. 
and Noon. So you'll be working when 
the rest of Hawaii is (and playing when 
they re playing). 

Then, every evening, beside the 
sea, admidst palm-thatched huts, 
there are Sea-Side Chats, two delight- 
ful hours of informal discussions, a 
new twist on the meet-the-professor 
format. 


Your Adventures in Paradise 

There's a colorful array of conference 
packages available, all of them include 
the traditional flower lei greeting, 
ground transportation, hotel accom- 
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Return to: 


Suite 1313, Chicago, Ill. 60603. 


Please check the following: 


[.] I plan to attend. 


children . (Indicate number. ) 





Name 


Address 
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City/State/Zip 


Pb 


Group Travel Unlimited, 36 South Wabash Avenue 


L] Please send me the Official AMA CONFERENCE Brochure giving details about 
tour accommodations and air transportation. 


_] I may attend the 1975 Clinical Session in Hawaii with spouse O and 


This information is for planning only and is not a commitment or reservation. 
Reservation forms will be sent with the AMA Conference Brochure. 











modations, and air transportation. 
You can personalize this to any degree 
you d like. Perhaps you'd like to visit 
Kauai, Maui, or Hawaii before the 
convention. Or after. Or, as an en- 
core, go to the South Pacific, the 
Orient, or, even around the world. 


In Hawaii, Pick Your Own Tempo 
We'll be happy to guide you to the 
famous landmarks, the scenic wonders 
and the cultural delights, like a luau. 
But, after that — after you know your 
way around a little — you'll probably 
want to discover and adventure on 
your own. If not, there are several 
optional tours offered. 


Hawaii is a FAMILY Paradise 

By all means, share the paradise! 
There are many special activities for 
women. And, for the children! All chil- 
dren's events will be chaperoned so 
adults can enjoy leisure time together. 


But enough dreaming. The thing 
to do now is — get planning! Complete 
the coupon below and mail it today! 
In June, drop by the Hawaii Conven- 
tion Exhibit in McCormick Place. 
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.. "Doctor, with my 
T baby's sensitive ski: 
what soap shoulc 
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Pure mild Ivory is one of the safest 
» possible soaps you can recommend for 


sensitive skin. More doctors recommend 
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Ivory than any other soap: Ivory may safely be 
used as an adjunct to treatment 


of cradle cap, scabies, impetigo 





It makes sense. immersion experiments— and seborrhea. 
Ivory absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest, least irritating 
chances of irritation. soaps you can recommend. 

‘Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 
including patch tests and arm this clinical experience. , 

Summary of Procter & Gamble Market Research Study #69222. available on request to interested physicians p 
943 
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For the part-time 
occupational physician ». . 





An invaluable 
quick reference 
guide to 
Occupational | 
dermatoses 1 


The AMA's new guide, Occupational 
Dermatoses, is an invaluable aid for 
physicians working part-time in oc- 
cupational health programs. 

It provides a ready reference for 
specific information on the causes, 
diagnosis, prevention and treatment 
of occupational skin diseases. It also 
discusses management of prolonged 
and recurrent dermatoses, medico- 
legal aspects, and provides extensive 
references. 

Price per copy is $1.00; 75c each 
for orders of 11 or more and for 
medical students. To order, com- 
plete the coupon below. ` 
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n me at, 
" 


Order Department ADpe74 
American Medical Association 
535 N. Dearborn St. 

Chicago, Ill. 60610 


Please send me copy (ies) 
of Occupational Dermatoses, 
OP-108 

Please enclose payment. 
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* City/State/Zip E 


whats best tor the care tdr 
or premature aging 


or wrinkled skin.. 













SUPPLIED: 2 OZ. TUBES ! WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 23, C 








ouf LEPROSY: Diagnosis and Management (2nd Ed.) by 
c] Harry L. Arnold, Jr., Univ. of Hawaii, Honolulu, and 
es Paul Fasal, Leprosy Service, U.S. Public Health Service 
Hospital, San Francisco. This book is for the physician 
* -who needs to acquaint himself with the diagnostic or 
Kr differential diagnostic features of leprosy; and the public 
, health nurse, Other public health professionals,, students, 
¿Òt research workers who wish to learn the rudiments of 
ia etiology, epidemiology, classification, diagnosis, and 
reatment of the disease. The epidemiology of leprosy is 
iefly discussed along with common misconceptions 
: -about infectivity and transmissibility. Special emphasis is 
placed on diagnostic criteria, selection of biopsy site, 
añd technique of biopsy. Many photographs depicting 
lesions of leprosy and of diseases easily confused with 
leprosy are included to clarify and exemplify matters 
“discussed in the text. 73, 108 pp., 68 il (32 in full 
plor); 3 tables, $14.75 


TEEN SKIN (2nd Ptg.) by Gordon C. Sauer, Univ. of 
bt - "Kansas, Kansas City. Here is a book written in a short, 
- "éoneise- form by a skin specialist designed to answer 
questions about teenage skin problems. It not only 
covers complexion problems in an intensive manner, but 
.also has sections on skin cleansing, hair care, hair loss, 
- dandruff, nail care, sun tan preparations and a detailed 
section on cosmetics. Several case histories are presented 
and a definite outline of therapy and management of 
skin problems is delineated in 1-2-3 fashion. Contents 
include: A Look At Your Skin; General Care Of Your 
Skin; The Acne Problem: Blackheads, Pimples and Scars; 
Factors That Cause Acne; Home Care of Acne; Physi- 
cian Care of Acne; Case Histories; and Teen Skin Com- 
plexion Diary. 75, 80 pp., 12 il, $2.75, paper 


FUNDAMENTALS OF MANAGEMENT FOR THE 
PHYSICIAN. Edited by Frank Moya, Jackson Memorial 
Hospital, Miami. (17 Contributors) In this text fiscal 
management is discussed emphasizing the establishment 
and maintenance of a sound professional corporation. 
The chapters on the pro's and con's of incorporation, 
who should be used as an advisor, and getting the most 
out of the corporate benefit program are particularly 
important. Basic subjects in medical economics are pre- 
sented including: calculations of retirement income; 
principles of successful estate planning; investments in 
the stock market; billing and collection; and how to 
cope with federal wage-price regulations. Lastly, the 
fiscal management and recruitment of personnel is con- 
sidered in depth for both teaching departments and 
private practice groups. Students and practitioners alike 
will enjoy the lively and informative discussions at the 
end of each section. 74, 208 pp., 5 iL, 30 tables, $9.50 
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FINANCIAL ADVICE FOR PHYSICIANS by John N. { 
Sheagren. Foreword by Norman F. Dacey. The author 
describes here each stage in the chronologic development s 
of the physician and outlines each unique financiakg 
problem encountered along the way. The medical stu- 
dent and house officer will particularly benefit from 
descriptions of life insurance, the best type to purchase, 
other types of insurance coverages and how they repre- 
sent the reserve for contingency; investments — which 
are best and how to get started; the basic principles of 
estate planning and a sketch of a reasonable life-long 
plan for the average physician. The established physician = 
will find much value in discussions of: investment media 
and investing techniques; wills, trusts and the problem 
of probate; taxes — death, gift and income — with 
comments on the Keogh Act and the professional ^ 
corporation. 72, 132 pp., 1 table, $7.75 


CRYOSURGERY OF TUMORS OF THE SKIN AND 
ORAL CAVITY by Setrag A. Zacarian, Boston Univ. 
Forewords by John G. Bellows and Ervin Epstein. For 
the clinical investigator, the preliminary chapters of this 
treatise explore in depth the effects of subzero 
temperatures upon normal and malignant cells and their 
decreasing survival rate when subjected to a double 
freeze-thaw cycle. The principal part of this book stems 
from eighteen years of cryotherapy in the treatment of 
cutaneous disorders and over eight years experience in 
cryosurgery of 1,720 malignant tumors of the skin in 
920 patients. Clinical data includes: the types of cancer, 
location, methodology of freezing, instrumentation, 
critical areas where failure rate appears to be higher and 
the careful follow up on patients. '73, 312 pp. (6 3/4 x 


9 3/4), 268 il. (28 in full color), 18 tables, $26.75 


DERMATOPHYTES IN HUMAN SKIN, HAIR AND 

NAILS by James T. Sinski, Univ. of Arizona, Tucson. 

This photographic essay is concerned with the typical, 

as well as the atypical morphology of fungi in human. 
skin, nails and hair, with emphasis being placed on the 

differentiation of causal organisms as seen in clinical 

materials. It is divided into three parts: list and 

description of the choices of equipment used for 

acquiring and storing a sample of human skin, hair ana 

nails for future microscopic examination . . . followed 
by suggestions for making the slides for these ex- 

aminations; photographs of the typical as well as the’. 
atypical morphology of fungi as seen microscopical i 
specimens from human beings; photographs of artifact 

seen during these examinations which may be confused 

with fungal elements. '74, 64 pp. (6 3/4 x 9 3/4), 35 

il., $7.95 
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8 Exclusive tar shampoo gel — 
melts on contact. 


m Neutralized tar odor — no heavy tar smell. 


a Unique Dual-degreasing action — 
both dissolves and emulsifies oils. 


Available: 3% ounce tube. 

Contains: Owenethers™ (ethoxylates), Owentar" : 
(specially processed form of coal tar solution), 
lopol™ (a cationic polymer), alcohol 0.496 
and benzalkonium chloride in a 
nonionic/amphoteric base. 


Owen Laboratories, Dallas, Texas 
Division of Alcon Laboratories, Inc. 
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R Fig. 1—Unprotected skin after 30 minimal erythemal Fig. 2—Skin protected with PreSun after 30 MEDs.* 


doses (MEDs) of solar-stimulating radiation.* 


PreSun demonstrates effectiveness. PreSun-protected skin closély resembles normal L 
unirradiated skin. Without FreSun, extensive solar damage is easily visible. i 


The effectiveness _ 
of PreSuri 


LOTION 













PreSun with true PABA, 

not a less effectiv ester, 
provides maximum protection 
for sun-sensitives.' 


Provides a better [ 
way for sun-sensitives 
and sun-lovers to go 


out in the sun. 
Clinical tests have shown that MAXIMUM 


M SUN “PROTECTION 
one application of PreSun was | 
more effective than 3 applications 
of a leading competitive 
product which was tested.” It is 
a superior sun-screening agent 
that allows a deep, dark, long- - 
lasting tan without sunburn.” 
Even in the presence of 
profuse sweating PreSun 
retains its effectiveness because 


- Contains: 596 p-aminobenzoic acid à 
(PABA), 55% ethyl alcohol, 
special emollients. 


1. Willis 1., Kligman. A.M.: Aminobenzoic 
Acid and Its Esters: The quest for more 
effective sunscreens, Arch. Derm. 108:405-417 


Pr S Oct. 1970. 
e un 2. Davis, Charles, M., Garcia, Raymond, L.: 


LOTION PABA, A more effective sunscreen. . 
Military Medicine, 138:6 June 1973. ' 


ipd bp | 3. Langer, A., Kligman, A.M.: Tanning Without f 
y. iny ' on Skit Sunburn With Aminobenzoic Acid-Type 
Sunscreen. Arch. Derm. 106:339-363 Sept. 1972. 


E ; A *The 30 MED's were administered via the ja 

it diffuses deeper into the skin S xenon solar simulator. The biopsies were E 7 

h | à taken at 48 hours after exposure and he 

orny layer to provide a taina pisada E (eg ise appNed at !3 

"u . m e rate o AL per sq. inch. The sites were 
protective reservoir." . irradiated 30 minutes post application. ^ 
WESTWOOD PHARMACEUTI -ALS INC., Buffalo, New York 14213 
` rere ^" 
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